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[0001] La presente invention concerne ['association d'un antagoniste du recepteur CB1 et de sibutramine, les com- 
positions pharmaceutiques les contenant et leur utilisation pour le traitement de I'obesite. 
5 [0002] Les antagonistes du recepteur CB1 sont connus pour leur action sur la prise alimentaire et leur utilisation 
comme anorexigene (G. COLOMBO et coll., Life Sciences, 63 (8), 113-117 (1998); J. SIAMAND etcoll., Behavioural 
Pharmacol., 9, 1 79-1 81 (1 998)). 

[0003] La sibutramine (BTS 54524; N-{1-[1-(4-chlorophenyl)cyclobutyl]-3-methylbutyl}-N,N-dimethylamine; Men- 
dia R , Reductil R ), son hydrate et ses sels phanmaceutiquement acceptables et notamment son chlorhydrate diminue la 
10 prise alimentaire et est utile pour le traitement de I'obesite (WO90/061110; D.H. RYAN et col!., Obesity Research, 3 
(4), 553 (1995); H.C. JACKSON et coll., British Journal of Pharmacology, 121 , 1758 (1997); G. FANGHANEL et Coll., 
Inter. J. Obes., 24 (2), 144 (2000); G.A. BRAY etcoll., Obes. Res., 7 (2) 189 (1999)). 

[0004] II a maintenant ete trouve que I'association de sibutramine, son hydrate et ses sels pharmaceutiquement 
acceptables et d'un antagoniste du recepteur CB1 presente un effet de synergie dans la reduction de la consommation 
'5 alimentaire et est done utile dans le traitement de I'obesite. 

[0005] L'association peut egalement contenir plusieurs antagonistes du recepteur CB1 . 

[0006] Parmi les antagonistes CB1 , on peut notamment utiliser les derives d'azetidine decrits dans WO 00/15609, 
WO 01/64633, WO 01/64634 de formule : 
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dans laquelle 

R represente une chaine 
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40 
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-CH V 



SCjR, 



(A) 



(B) ^ 



R 1 represente un radical methyle ou ethyle, 

45 R 2 represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces aromatiques etant non substitues 
ou substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, hydroxy, -COOR 5 , formyle, trifluoromethyle, tri- 
fluoromethylsulfanyle, trifluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, -CONHR 9 , 
-CO-NR 16 R 17 , alkylsulfanyle, hydroxyalkyle, -0-alk-NR 12 R 13 ou alkylthioalkyle soit un heteroaromatique choisi parmi 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-di- 

50 hydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyridyle, quinolyle, 1 ,2,3,4-tetrahydroisoquino- 
lyle, 1 ,2,3,4-tetrahydroquinolyle, thiazolyle, thienyle, ces heteroaromatiques pouvantetre non substitues ou substitues 
par un halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyle, trifluoromethylsulfanyle, trifluoromethoxy, nitro, -NR 6 R 7 , 
-CO-NH-NR 6 R 7 , cyano, -CONHR 9 , alkylsulfanyle, hydroxyalkyle ou alkylthioalkyle, 

R 3 et R 4 , identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces 
55 aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluo- 
romethyle, trifluoromethoxy, -CO-alk : cyano, -COOR 5 , -CONR 10 R 11t -CO-NH-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle, 
-alk-NR 6 R 7 ou alkylthioalkyle; soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzo- 
thienyle : benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, isochromannyle, iso- 
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quinolyle, pyrrolyle, quinolyle, 1 ,2,3,4-tetrahydroisoquinolyle, thiazolyle, thienyle, ces heteroaromatiques pouvant etre 
non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, 
-COOR 5t -CO-NH-NR 6 R 7 , -CpNR 10 R 11f -alk-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou alkylthioalkyle, 
R 5 est un radical alkyle ou phenyle eventuellement substitue par un ou plusieurs atonies d'halogene, 

s R 6 et R 7 , identiques ou differents representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, alk- 
ylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 6 et R 7 forment ensemble avec I'atome d'azote auquel ils sont ratta- 
ches un heterocycle mono ou blcyclique sature ou insature ayant 3 a 1 0 chalnons, contenant eventuellement un autre 
heteroatome choisl parmi oxygene, soufre et azote et etant eventuellement substitue par un ou plusieurs radicaux 
alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

10 r 8 represente un radical alkyle, 

R 9 represente un atome d'hydrogfcne ou un radical alkyle ou alkyle substitue" par dialkylamino, ph6nyle, cycloalkyle 
(eventuellementsubstrtue par -COOalk) ou un heterocycle mono ou bicyclique sature ou insature ayant3 a 1 0 chalnons, 
contenant eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs radicaux alkyle, 

15- R 10 et R^ , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 10 et R^ forment 
* ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chal- 
nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un radical alkyle, 

R 12 et R 13t identiques ou differents, representent un atome d'hydrogene ou un radical alkyle, cycloalkyle ou bien R 12 
20 et R 13 forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature 
ayant 3 a 1 0 chalnons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un radical alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR u R 15 ou un 
heterocycle mono ou bicyclique sature ayant 3 a 10 chalnons et contenant un heteroatome choisi parmi oxygene, 
soufre et azote, 

25 R u et R 15 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou -COOalk, 

R 16 et R 17 forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature 
ayant 3 a 10 chalnons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote, 
R' represente un atome d'hydrogene ou un radical -CO-alk, 
soit R represente un radical CHR 18 et 

30 R 18 represente un radical -NHCOR 19 ou -N(R 20 )-Y-R 21 , 
Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, representent soit un arornatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluo- 
romethyle, trifluoromethoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , alkylsulfanyle, alkyl- 

35 sulfinyle, alkylsulfonyle, alkylsulfanylalkyle, afkylsuifinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou -alk-NR 22 R 23 ; soit 
un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromanny- 
le, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, pyrimidinyle, furyle, imidazolyle, isochromannyle, isoquinolyle, 
pyrrolyle, pyridyle, quinolyle, 1 ,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces heteroaromatiques pouvant etre 
non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, 

40 -COOH, -COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , -alk-NR 24 R 25 , alkylsulfanyle, alkylsutfinyle, alkylsulfonyle, alkyl- 
sulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle, ... 

R 19 represente un radical -alk-S0 2 -R 26 , -alk-S0 2 -CH=CH-R 26 , Het 1 substitue par -S0 2 -R 26 ou phenyle substitue par 
-S0 2 -R 26 ou -alk-S0 2 -R 26 , 

R 20 represente un atome d'hydrogene ou un radical alkyle, 

45 R 21 represente un radical phenylalkyle, He^ ou An,, 

R 22 et R 23 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 22 et R 23 forment 
ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chal- 
nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 

50 R 24 et R^. identiques ou differents representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 
alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien R 24 et R^ forment ensemble avec I'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chalnons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou plusieurs alkyle, 
-COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk ou -CO-NH 2 , 

55 R 26 represente un radical alkyle, A^ ou Het 1} 

An, represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant eventuellement substitues par un ou plu- 
sieurs halogene, alkyle, alcoxy, cyano, -CO-alk, -COOH, -COOalk, -CONR 27 R 28> -CO-NH-NR 29 R 30 , alkylsulfanyle, 
alkylsulfinyle, alkylsulfonyle, -alk-NR 29 R 30l -NR^Rgo, alkylthioalkyle, formyle, hydroxy, hydroxyalkyle, Het, -O-alk-NH- 
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cycloalkyle, OCF 3 , CF 3 , -Hff&O-alk, -S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het SPUn sur 2 atomes de carbone 
adjacents par un dioxymethylene, 

Het, represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 chainons et contenant un ou 
plusieurs heteroatomes choisis parmi oxygene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 
5 alcoxy, vinyle, halogene, alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , les heterocycles azotes etant eventuellement 
sous leur forme N-oxydee, 

r 27 et R 28 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 27 et forment 
ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chai- 
nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 

10 substitue par un ou plusieurs radicaux alkyle, 

R29 et R 30> identiques ou differents, representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 
alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien et R 30 forment ensemble avec I'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou plusieurs radicaux 

15 alkyle : -COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo : hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 
soit R represente CHR 31 et 

R 31 represente un radical -NJR^R^, -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi phenyie, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluo- 

20 romethyle, trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR^R^, alkylsulfanyle, alkyl- 
sulfinyle, alkylsulfonyle, alkylsulfanylalkyie, alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle ou -aik-NR 7 R 8 ; soit un 
heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 
2,3-dihydrobenzofuryle, 2 , 3- di hydro benzothienyle, furyle, imidazolyle, isochromannyle, isoquinolyle, pyrrolyle, pyridy- 
le, pyrimidyle, quinolyle, 1 ,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces heteroaromatiques pouvant etre non 

25 substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, 
COOalk, -CO-NH-NR 24 R 25! -CONR^R^, -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalk- 
yie, alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R 32 represente un radical -C(R 3 5)(R 3S )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , cycloalkyle ou norbornyle, 
r 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR^R^, -alk-NR 22 R 23l al- 
30 coxy, Ar 2 , Het 2 , -CH^rg, -CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 

R34 represente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR^R^, -alk-NR 22 R 23 , alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , 
-CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 

r 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R 23> -alk-NR 22 R 23! al- 
coxyalkyle, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 
35 R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -aik-CONR^R^, -alk-NR^R^, al- 
coxyalkyle ou alkyle eventuellement substitue par un ou plusieurs halogene, 

ou bien R 35 et R 36 forment ensemble avec I'atome de carbone auquel ils sont rattaches un cycle mono ou bicyclique 
sature ayant 3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
et etant eventuellement substitue par un ou plusieurs alkyle, 
40 Ar 2 represente un radical phenyie, naphtyle ou indenyle, ces differents radicaux etant eventuellement substitues par 
un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR 37 R 3Ql -CO-NH-NR^R^, alkylsul- 
fanyle, alkylsulfinyle, alkylsulfonyle, -alk-NR^R^, -NR^R^, alkylthioalkyle, formyle, CF 3 , OCF 3 , Het, -O-alk-NH-cy- 
cloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, NHCOOalk ou sur 2 atomes de carbone adjacents par dioxy- 
methylene, 

45 Het 2 represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 chainons et contenant un ou 
plusieurs heteroatomes choisi parmi oxygene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 
alcoxy, halogene, alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur forme N- 
oxydee, 

R37 et R 38> identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 37 et R 38 forment 
50 ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chai- 
nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 

R 3g et R 40 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 39 et R^ forment 
ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chai- 
55 nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 
alk represente un radical alkyle ou alkylene, 

les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en chaine droite ou ramifiee et con- 
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tiennent 1 a 6 atomes de carbone et les radicaux cycloalkyie contiennent 3 a 10 atomes de carbone, 

les isomeres optiques de ces composes et leurs sels avec un acide mineral ou organique pharmaceutiquement ac- 

ceptables. 

[0007] Les derives d'azetidine preferes sont les suivants : 

1-benzhydryl-3-[(methylsulfonyl)(ph6nyl)methylene]az6tidine, 
1-benzhydryl-34(3-methylphenyl)(methylsulfonyl)methylene]azetidine, 
1-benzhydryl"3-[(3-chlorophenyl)(methylsulfonyl)methylene]azetidine ) 
1-benzhydryl-3-[(3,5-dichlorophenyl)(methylsulfonyl)methylene]azetidin 
1-benzhydr7l-3-[(2 ) 5-dichlorophenyl)(methylsulfonyl)methylene]azetjdine ) 
1-benzhydryl-3-[(2,3-dichlorophenyl)(methylsulfonyl)methylene]azetidine, 
1-benzhydryl-34(3-fluorophenyl)(methylsuifonyl)methylene]azetidin 
. l-benzhydryl-S-ttS^-dmuorophenyOCmethyisulfony^methyleneJazetidine, 
1-benzhydrylr3-[(3-bromophenyl)(methylsulfonyl)methylene]azetidi 
1-benzhydryl-3-[(3HOdophenyl)(methylsulfonyl)methylene]azetidine } 
1-benzhydryl-3-[(methylsulfonyl)(3-trifl^ 

1-benzhydryl-3-[(methylsulfonyl)(3-trifluoromethylphenyl)methylene]azetid 

1 -benzhydryl-3- {[3 : 5-bis(trifluoromethy!)ph6nyl](m6thylsulfonyl)methylene}azetidine I 

1-benzhydryl-3-[(3 l 5-dibromopheny!)(methylsulfonyl)methylene]azetidine, 

1-benzhydryi-3-[(3-methoxycarbonylphenyI)(methylsulfonyl)methylene]aze^ 

l-benzhydrYl-S-tJS-cyanophenylJfmethylsulfonylJmethylenelazetidine, 

1-benzhydryi-3-[(3-carbamoylphenyl)(methylsulfonyl)methylene]azetid^ 

1-benzhydry!-3-[(methylsulfonyl)(napht-1-yI)(methylsulfonyl)m^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methyls^ azetidine, 
1-[bis(4-methoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfon 
1-(bis(4-m&hylphenyl)m6thyl]^ azetidine, 
(RS)-3-[(3 s 5-difiuorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl)]azetidine, 
(R)-3-[(3 > 5-difluorophenyl)(methylsulfonyi)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl]azetidine, 
(S)-3-[{3,5-difluoropheny!)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl]azetidine, 
1-[bis(44rifluoromethoxyphenyl)m^ methylene]az6tidine, 
1 -[bis(44rif luoromethylphenyl)^ 

1 -[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyl)phenyl]methylsulfonyl methylene} azetidine, 
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(RS)-1-[(4-chlorophe^^,4-dicM^ 

(R)-H(4^hlorophenyl)(2,4-dichloroph6nyl)methyO>3-[(3,5-difluorophenyl)(m 
(S)-1-[(4-chlorophenyl)(2,4-dichlorophenyI)methyl]-3-[(3,5-difluorophenyl)(methyte 

(RS)-H(4-chlorophenyl)[4-(hydroxym 
azetidine, 

(R)-1 ^(4K;hlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorophen 
dine, 

(S)-1-{(4<;hlorophenyl)[4-(hyd^ 
dine, 

(RS)-1-{(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyO-3-[(3,5-difl 
azetidine, 

(R)-1 4(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-difl^ 
tidine, 

(S)-1-{(4^hlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-dm 
tidine, 

1-{(RS)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-1 -yl-methyl)phenyl]methyi}-3-[(3,5-d'rfluorophenyl)(methylsul- 
fonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl) [4^3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluorophe 
nyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-1-yl-m^^ 
nyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yi-m^ 
thylene]azetidine, 

1- {(R)-(4-chlorophenyl)[4-(thiomorpho^^^ 
thyiene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(thio^ 
lene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-em^^^ 
sulfonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N-6thyl-N-cyclohexy!-aminomethyl)phenyl]methyl} 
fonyl)methylene]azetidine : 

1-{(S)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]meth 
nyl)methylene]azetidine, 

1-{{(RS)-(4-chlorophenyl){4H;(4-etho 
thy!sulfonyl)methylene]azetidine, 

1-{{(R)-(4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl}}-3-[ 
su!fonyl)methylene]azetidine, 

H{(S)-(4-chlorophenyl){4-[(4-eth^ 
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sulfonyl)methylene]azetidine, 

1-{(RS)-(4-chloroph6nyl)[4-{N-cyclopropyl^^ 
su!fony1)methylene]azetidine, 

H(R)-(4-chloroph6nyl)[4-(N^ 
sulfonyl)methylene]azetidine, 

1-{(S)-(4^hlorophenyl)[4-(N-cyclopropyl-^ 
sulfonyl)methylene]azetidine, 

1H(RS)-(4-chlorophenyj)[4-(diisopropylaminom 
thylene]az§tidine, 

1-{(R)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluo 
lene]azetidine, 

H(S)-(4<;hlorophenylJ[4-(diisopropylamino 
I&ne]az6tidine, 

1-{{(RS)-(4-chloroph§nyl){4-^ 
sulfonyl)methylene]azetidine, 

1-{{(R)-(4-chlorophenyl){4-[bis-(2-meto^ 
fonyl)methy1ene]azetidine, 

1-{{(S)-(4-chloroph§nyl){4-[bis-(2-m6thoxy6thyl)aminom6thyl]ph6nyl}m6thylH 
fonyl)methylene]azetidine, 

1-{(RS)-(4-chloroph<§nyl)[4-(di-n-propy^ 
thylene]azetidine : 

1-{(R)-(4-chlorophenyl)[4-(di-n-pro^^ 
lene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(di-n^ 
lene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperidin-1^ 
ne]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-[(3 
ne]az6tidine, 

1-{(S)-(4-chlorophenyi)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-di 
ne]az6tidine, 

1-{(RS)-(4-chlorophenyl)[4-(4-methy^^ 
nyl)methylene]azetidine, . 

1 -{(R)-(4-chloroph6nyl)[4-(4-methy^ 
methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(4HTie^ 
methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl)-3-[(3 
lene]azetidine, 
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1 -{(R)-(4-chlorophenyrJf^morpho^ 
ne]azetidine, 

1 -{(S)-(4^hlorophenyl)[4-(mo^ 
ne]azetidine, 

H(RS)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-d 
nejazetidine, 

1^(R)-(4-chlorophenyl)[4-(diethylaminom 
azetidine, 

1-{(S)-(4^hlorophenyI)[4-(diethylar™ 
azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperazin-2-one^ 
methylene]azetidine, 

H(R)-(4-chlorophenyl)[4-(pip6razin-2-o^ 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperazin-2-on 
thylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(imidazol-1-yl-m 
ne]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(imidazol-1 -yl-methyl)phenyl]methyl}-3-[(3,5-difluo^ 
azetidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluoro^ 
ne] azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N,N-dimet^ 
thylene]azetidine, 

(R)-1-{(4^hlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3 J 5-difluoroph 
lene]azetidine, 

(S)-1-{(4^hlorophenyl)[4-(N,N-dimethy^ 
lenejazetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-ethylcaite 
azetidine, 

(R)-1-{(4-chlorophenyl)[4-(N-ethylcato^ 
azetidine, 

(S)-1-{(4^hlorophenyl)[4-(N-ethylcarbamo 
azetidine, 

(RS)-1-[(4-canoamoylphenyl)(4K:hlorophenyl)methyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methylene]azetidi- 
ne, 

(R)-1-[(4K;arbamoylphenyl)(4-chlorophenyl)m 

(S)-1-[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-t(3,5-difluorophenyl) (methylsulfonyl)methylene]azetidine, 
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1-[bis(4^hlorophenyl)methyl]-3-^ azetidine, 
1-benzhydryl-3-[(3-methylsulfanylphenyl)(^^ 

1-benzhydryl-3-[(3-methylsulfanylmethyl)phenyl)](methylsulfonyl)meth 
1-[bis(4K:hlorophenyl)methyl]-3-[(3-cyanophenyl)(methylsultonyl)methyle 
1-[bis(4^hlorophenyl)methyl]-3-[(3-ca^^ 
1 -[bis(4-chloroph6nyl)m6thyl]-3-[(3-m6thoxyph6nyl)(m6thylsulfonyl)m6thy!6ne] azetidine, 
1-[bis(4-chlorophenyl)methyl]^ azetidine, 
15 1-[bis(4-chlorophenyl)methy!]-3-[(m&^ azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-f(3-hydroxymethylphenyl)(methylsulfonyl)m 

1-[bis(4-chloroph6nyl)methyl]34(methylsulfonyl)[3-(N-piperidylcarbamoyl)ph methylene}azetidine, 

20 

1-[bis(4-chlorophenyl)methyl]-34(m^ 
tidine, 

1 -[bis(44luorophenyl)methyl]-3-[(3,5<iifluorophenyl)(methylsulfonyl)methylene] azetidine, 

25 

1-[bis(2-fluorophenyl)methyl>34(3,5-difluorophenyl)(methy!sulfonyl)methylene] azetidine, 
1-[bis(34luorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsu!fonyl)methylene^ azetidine, 
30 (RS)-1-[(4-chloroph6nyl)(M 

(R)-H(4<hiorophenyl)(thiazol-2-yl)m^ azetidine, 
(S)-1-[(4<:hlorophenyl)(thiazol-2-yl)^^ azetidine, 

35 

(RS)-1-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)(methyl^ 

(R)-1-[(4^h!orophenyl)(thien-2^ methylenejazetidine, 
40 (S)-1-[(4-chlorophenyl)(thien-2-yl)methyl]-34(3,5-difluorophenyl)(methyisulfonyl) methylenejazetidine, 

1-benzhydryl-3-[(ethylsulfonyl)(phenyI)methylene]azetidine, 

1-[bis(4^hlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)carbamoyl]phe^ (methylsulfonyl)methylene}azeti- 
45 dine, 

1-[bis(4-chlorophenyl)methy^ 

1-[bis(thien-2-yl)methy!]-3-[(3,5-difluoropheny!)(methylsulfonyl)methyiene]aze^ 

50 

1-[bis(p-tolyl)methyl] : 3-[(rnethylsulfonyl)(phenyf)methylene]azetidine, 

1-[(4-chlorophenyl)(4-hydroxymethylphenyl)methyl]-3-[(3,5-difluorophenyl) (methyisulfonyl)methylene]azetidine, 
55 1-[bis(4<:hlorophenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfonyl)meth 
(RS)-1-[(4-chlorophenyl)(thiazo!-2-yl)methyl]-3-[(3,5-difluorophenyl)(m 
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( R) - 1 -[(4<;h I oroph enyTJPfTazo I -2^ 
(S)-1-[(4-chloroph6nyl)(thiazol-2^ 

1-[bis(4^hlorophenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarb^ 

1-|bis(4^hlorophenyl)methyl]-3-hydroxy^^ 

1-[bis(4^hlorophenyl)methyl]-3-[(2^ 

1-[bis(4^hlorophenyl)m6thyl]-3-[(3-m6thoxycarbonylphenyl)(methylsulfonyl) methyl-(RS)]azetidin-3-ol, 

1-[bis(4^hlorophenyl)methyl]-3-[(methylsulfonyl)(pyridin-4-yl)methyl-(RS^ 

1-[bis(4^hIorophenyl)methyl]-3-[(methyls^ 

3-({Hbis-(4-chlorophenyl)methylfc^ 
mide, 

3-({1^bis-(4-chlorophenyl)methyl]azetidin-3-y!idene}-methanesulfonyl-m^ 
mide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N 
de, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-meth 
ethyl)benzamide, 

3"({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methy0^ 

3-({1-[bis-(4^hlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N^ 

3-({1-[bis-(4^hlorophenyl)methyl]az 
mide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidi^ 
mide, 

N'-methyl-hydrazide de I'acide 3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesutfonyl-methyi)ben- 
zoique, 

3-({1-[bis-(4-chlorophenyl)methy^^ 
mide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyI)N 
benzamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m^ 
de, 

3-({1-[bis-(4-chlorophenyl)methy^^ 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-meth^^ 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesutfonyi-methyl)N-(2-^ 

3*({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene)-methanesutfonyl-methyl)N-^ 
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3-({1-[bis-(4-chlorophenyl)methyl]azetM^ 
benzamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidi^^ 

3- ({1-[bis-(4-chlorophenyl)methyl)azetidin^^ 

ester methylique de I'acide 4-{[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m 
zoylamino]methyl]-cyclohexanecarboxylique, 

2- amino-1-{4-[3-({1-[bis-(4-chlorophenyl)me^^ 
1-yl}-ethanone, 

ester tert-butylique de I'acide (2-{4-[3-({1-[bis-(4-chlorophenyl)m 
thyl)phenyl]piperazin-1 -yl}-2-oxo-ethyl)carbamique f 

1-{4-[3-({1-[bis-(4-chlorophenyl)methyl]az^^ 
thyiamino-ethanone, 

.ester tert-butylique de i'acide (2-{4-[3-({1-[bis-(4-chlorophenyl)met^ 
thyl)phenyl]piperazin-1 -yl}-2-oxo-ethyl)N-methylcarbamique, 

N-methyl amide de I'acide 4-[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-y^ 
piperazine-1 -carbothioic, 

N-methylamide de I'acide 4-[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}methanesulfonyl-methyl)ph 
piperazine-1 -carboxylique, 

ester de methyl de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}methanesulfonyl-meth 
piperazine-1 -carboxylique, 

1-[3-({1^bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl 
1-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfony!-methyl)phen 

4- acetyl 1-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonylmethyl)phen 

1-{4-[3-({1-[bis-(4<;hlorophenyl)m 
methylamino-ethanone, 

1-[3-({1-[bis-(4-chlorophenyl)methyl]azeM 

ester tert-butylique de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene]-methanesulfonyl-methyI) 
phenyl]piperazine-1 -carboxylique, 

1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl) methylene]azetidine, 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methyl-(RS)]azetidi- 
ne, 

(RS)-4-[4-((4-chlorophenyl){3-[(3 1 5-difluoroph6nyl)methanesulfonyl-m6thylene] azetidin-1-yl}-methyl)benzyl]mor- 
pholine, 

4- (4-{3-[(1-benzhydryl-azetidin-3-ylidene)methanesulfonyl-methyl]phenoxy}butyl)morpholine, 
4-(4-{3-[(1-henzhydryl-azetidin-3-ylidene)methanesulfonyl-methyl]phenoxy}-propyl)moro 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-thien-2-yl-sulfonamide, 
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N-{1-(bis(4-chlorophe7ipjmethy^ 
N-[4-(N-{1-|lDis(4-chlorophenyl)methyl]a2etidin-3-yQsulfamoyl)pheny 
N41-t^is(4K:h!orophenyl)methyl]azetidin-3-yl}-4-methylphenylsulfon 
N-{1-[bis(4-ch!orophenyl)methyl]azetidin-3-yI}-3 l 4-dimethoxyphenylsulfonamide^ 
N41-[bis(4<Jhlorophenyl)methyl]a2eTidin-3-yl}-3-fluorophenyisulfonamide ! 
N-{1-[bis(4K;hloropheny!)methyl]azetidin-3-yl}-3 J 4-dichlorophenylsulfonamide I 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanophenylsulfonamide, 
N-{1-[bis(4^hlorophenyl)methyl]azet^ 

N-{1-|bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-trifluoromethylphe 

N41-[bis(4^hlorophenyl)methyl]az6tidin-3-yl}-napht-2-yl-sulfonarnide, 

N-{1-[bis(4<;hlorophenyl)methyl]azetidin-3-yl}napht-1-yl-sulfonamide, 

N41-[bis(4-chloropheny!)methyl]azetidin-3-yl]}-3,4-difluorophenylsulfonarrijde, 

N-{1 -[bis(4-chlorophenyI)methyl]azetidin-3-yl}-1 -methyl-1 -H-imidazol-4-yl-sulfonamide, 

N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulfamoyl)-2-chloroph6nyl]ac§tam 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamide, 

N-{1-[bis(4-chlorophenyl)methy!]azetidin-3-yl}-4-fluorophenylsulfonamide, 

N-{1-[bis(4-chiorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulfonamide, 

N-{1-[bis(4-chlorophenyi)m6thyl]az6tidin-3-yl}phenylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylmethyl)sulfonam 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,5-difluorophenylsulf on amide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methy!]azetidin-3-yl}-(3-fluoro-5-pyrrolidin-1-yl-phen 

N-{14bis(4-chlorophenyl)methyi]azetidin-3-yl}-N-methyl-4-fluorophenylsulfo 

N41-[bis(4-chlorophenyl)methyl]az^ 

N41-[bis(4^hlorophenyl)methyl]azetidin-3-yl}-N-methyl-phenylsulfonamide, 
N-{1-[bis(4<;hlorophenyl)met^ 

N-{1-[bis(4-chlorophenyl}methyl]azetidin-3-yl}-3-sulfamoylphenylsulfonamide J 

2-benzenesulfonyi-N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yI}-acetamide J 

N41-[bjs-(4-chlorophenyl)-methyl]-azetidin-3-yl}-2-(toluene-4-sulfonyl)-acetamide, 
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(3-chloro-4-methylsulfonyl-thiophe^ 
N-{1-[bis-(4-ch!oroph6nyJ)HTie^^^ 

N-{14bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methylsulfonyl-benzamide, 
N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methanesulfonyl-benzam 
(5-methylsulfonyl-thjophene-2-carboxy)-{1-[bis-(4-chlorophenyl)-methyl]-aze^ 
(5-methylsulfonyl-3-m&hyl-4-vinyl^^^ 

(RS)-N-{1<(4"Chloro-phenyl)-pyridin-3-yl-methy!]-azetidin-3-yl}-3 l 5-difluorobenze 

(RS)-N41-[(4-chloro-phenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-3,5-difl^ 

N41-[bis-(4-chlorophenyl)methyl^ 

N-{1-[bis-(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(6-6thylpyrid-2-yl)-m6thylsulfon 

N-{1-[bis-(4-chlorophenyl)methyl]azetidjn-3-yl}-N-quinol-6-yl-methyl-sulfonami 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-quinol-5-yl-methyl-sultonam 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-isoquinol-5-yl-m^ 

N-{1-[bis-(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-pyrid-3-yl-m6thyl-sulfonamjde, 

N-{1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(1 -oxyde-pyrid-3-yl)-methylsulfonamide, . 

N-tlR^S^SJ-bicycio^^^lhept^-yl-N-^l-tbis^-chlorophenyOmethyn azetidin-3-yO-methylsulfonamide, 

N-(1 R,2R l 4S)-bicyclo[2 l 2,1]hept-27l-N-{1-[bis-{4<hlorophenyl)methyl]azetidin-3-yl}-me^ 

N-{1-[bis-(4-chloroph6nyl)m6thy0 

N41-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)-methyl sulfonamide, 

N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-N-(3-methoxyphenyl)-m 

N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-N-(3-hydroxyphenyl^^ 

N-{1-[bis-(4-chloroph6nyl)-m§thyl]-azetidin-3-yl}-N-(3-hydroxym6thyl-ph 

N-{1-[bis-(4-ch!orophenyl)-m^ d'ethyle, 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(1-isobutyl-piperid-4-yl)-me^ 

N-benzyi-N^1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}amine, 

N-{1-tbis(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(3,5>difluorobenzyl)amine^ 

N-{1 -|>is(4-chlbrophenyl)me^ 

N-{1-[bis(4-chlorophenyi)methyl]azetidin-3-yl}-N-(pyrid-3-yi-methyl)-m 
N-{1-[bis-(4-fluoro-phenyI)-m^ ' 
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(RS)-N-{1-[(4-chloroph^l!yl)-pyrid-3-y!-m^ 
(R)-N-{1-[(4H2hlorophenyl)-pyrid-3-^ 
(S)-N-{1-[(4-chlorophenyl)-pyrid-3^ 
(RS)-N-{1-[(4^hlorophenyl)-pyrid-4-yl-m 

(R)-N-{1-[(4^hlorophenyl)-pyrid-4-yl-methyl]-a2etidin-3-yl}-N-(3,5-difluorophe 
(S)-N-{1-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-difluorophe 
(RS)-N-{1-[(4-chlorophenyl)-pyrimM 

(R)-N-{14(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3 J 5-difluorophe^ 

(S)-N-{1-[(4-chlorophenyl)-pyrimidin-5-yl-^ 

N^1-[>is-(4-chloropheny!)methyl]azetid^ 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide mineral ou organique. 
[0008] Et encore plus particulierement preferes sont les derives d'azetidine suivants : 

1-PDis(4-chlorophenyl)methyI]-3-t(3,5-difluorophenyl)(methylsulfonyl)m 

3-acetoxy-1-[bis-(4-chlorophenyl)methyl]-3-[(3,5-ditluorophenyl)(methyl^ sulfonylme- 
thyl-(RS)]azetidine 

1-[bis(4-chlorophenyl)methyl]-3-[(3 s 5-difluorophenyl)(methylsulfonyl)m azetidine, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide mineral ou organique. 
[0009] Comme exemples de sels pharmaceutiquement acceptables des derives d'azetidine, peuvent etre cites les 
sels suivants : benzenesulfonate, bromhydrate, chlorhydrate, citrate, ethanes ulfonate, fumarate, gluconate, iodate, 
isethionate, maleate, methanesuffonate, methylene-bis-(3-oxynaphtoate, nitrate, oxalate, pamoate, phosphate, salicy- 
late, succinate, sulfate, tartrate, theophyliinacetate et p-toluenesulfonate. 

[0010] D'autres antagonistes CB1 utiles dans les associations selon I'invention sont par exemple les derives de 
pyrazole decrits dans EP576357, EP658546, EP656354, W097/1 9063 et WO00/46209, les derives de benzothiophene 
et benzofuranne decrits dans WO96/02248, les a ry Is u If on am ides decrits dans W098/37061. En particulier, on peut 
citer les produits connus sous le code SR141716 et LY320135. 

[0011] L'effet de synergie de I'association de sibutramine et d'un antagoniste CB1 dans la prise alimentaire a ete 
determine selon le protocole suivant : 

[0012] Des rats Zucker obeses Fa/fa ages de 7 semaines et provenant de Iffa-Credo, France ont ete utilises dans 
cette etude. Les rats sont heberges dans des cages individuelles et peses tous les jours entre 8 et 1 0 heures le matin. 
La quantite de nourriture est egalement pesee chaque matin a la meme heure. Cette nourriture (M20, Pietrement, 
France) est changee chaque jour et les rats y ont librement acces durant 24 heures. Pendant une semaine tous les 
rats sont traites par le vehicule (miglyol 81 2N et methylcellulose 0,5%/polysorbate 80 0,2%) en deux administrations 
consecutives. A partir du 8eme jour les rats sont traites par le vehicule, I'antagoniste CB1 (1-[bis(4-chlorophenyl) 
methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine) ou la sibutramine parvoie orale (voir table ci-des- 
sous). 

[0013] La sibutramine est mise en solution dans une solution de methylcellulose 0,5%/polysorbate 80 0,2% et ad- 
ministree a la dose de 3 mg/kg; I'antagoniste CB1 est mis en solution dans du miglyol 81 2N (Huls, Allemagne) a la 
dose de 0,6 mg/kg, les deux produits sont administres sous un volume de 1 ml/kg. Chaque groupe est constitue de 
12 a 1 4 animaux. Les groupes suivants sont constitues et les animaux sont traites pendant cinq jours a raison de deux 
administrations consecutives chaque jour. 



GROUPE 



Premiere 
administration 



Deuxieme administration 



1 



miglyol 



methylcellulose 0,5 % / 
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(suite) 



GROUPE 


Premiere 
administration 


Deuxieme administration 


"groupe vehicule" 




polysorbate 0,2% 


2 

"groupe sibutramine" 


miglyo! 


sibutramine 3 mg/kg 


3 

"groupe antagoniste CB1" 


antagoniste CB1 
0,6mg/kg 


methylcellulose 0,5 % / 
polysorbate 0,2% 


4 

"groupe association" 


antagoniste CB1 
0,6mg/kg 


sibutramine 3 mg/kg 
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[0014] Chaque jour, la consommation alimentaire de chaque animal est mesuree. Les resultats sont exprimes en 
quantite moyenne de nourriture consommee durant les 5 jours de traitement. Les resultats obtenus sont mention nes 
dans le tableau ci-dessous. 



20 


Traitement 


Consommation alimentaire durant les 5 jours de 
traitement (g) 




Vehicules " 


25,52.1 0,30 




sibutramine 3 mg/kg 


24,60 ± 0,32* 


25 


antagoniste CB1 0,6 mg/kg 


24,00 ± 0,24** 




sibutramine (3 mg/kg) + antagoniste CB1 (0,6 mg/kg) 


22,76 ± 0,02*** 


30 


* p <0,05 
** p <0,01 
p <0,0001 
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[0015] Les resultats demontrent que chez les animaux recevant I'association sibutramine et antagoniste CB1 la 
diminution de la consommation alimentaire est tres superieure a celle des animaux traites soit par la sibutramine seule 
soit par I'antagoniste CB1 seul. 

[0016] Les composes de I'association peuvent etre employes par voie orale, parenterale, transdermal ou rectale 
soit simultanement soit separement soit de facon etalee dans le temps. 

[0017] La presente invention concerne egaiement les compositions pharmaceutiques contenant I'association de si- 
butramine, son hydrate ou un de ses sels pharmaceutiquement acceptables et d'un antagoniste du recepteur CB1 a 
I'etat pur ou avec un ou plusieurs diluants et/ou adjuvants compatibles et phannacologiquement acceptables et/ou 
eventuellement en association avec un autre produit pharmaceutiquement compatible et physiologiquement actif pour 
un usage soit simultan6, soit s6pare, soit 6tale" dans le temps. 

[001 8] Comme compositions solides pour administration orale, peuvent etre utilises des comprimes, des pilules, des 
poudres (capsules de gelatine, cachets) ou des granules. Dans ces compositions, les principes actifs sont melanges 
a un ou plusieurs diluants inertes, tels que amidon, cellulose, saccharose, lactose ou silice, sous courant d'argon. Ces 
compositions peuvent egaiement comprendre des substances autres que les diluants, par exemple un ou plusieurs 
lubrifiants tels que le stearate de magnesium ou le talc, un colorant, un enrobage (dragees) ou un vernis. 
[0019] Comme compositions liquides pour administration orale, on peut utiliser des solutions, des suspensions, des 
emulsions, des sirops et des elixirs pharmaceutiquement acceptables contenant des diluants inertes tels que I'eau, 
I'ethanol, le glycerol, les huiles v6g6tales ou I'huile de paraffine. Ces compositions peuvent comprendre des substances 
autres que les diluants, par exemple des produits mouillants, edulcorants, epaississants, aromatisants ou stabilisants. 
[0020] Les compositions steriles pour administration parenterale, peuvent etre de preference des solutions aqueuses 
ou non aqueuses, des suspensions ou des emulsions. Comme solvant ou vehicule, on peut employer I'eau, le propy- 
leneglycol, un polyethyleneglycol, des huiles vegetales, en particulier I'huile d'olive, des esters organiques injectabies, 
par exemple I'oleate d'6thy1e ou d'autres solvants organiques convenables. Ces compositions peuvent egaiement 
contenir des adjuvants, en particulier des agents mouillants, isotonisants, emulsifiants, dispersants et stabilisants. La 
sterilisation peut se fa ire de plusieurs facons, par exemple par filtration aseptisante, en incorporant a la composition 
des agents sterilisants, par irradiation ou par chauffage. Elles peuvent egaiement etre preparees sous forme de com- 
positions solides steriles qui peuvent etre dissoutes au moment de I'emploi dans de I'eau sterile ou tout autre milieu 
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sterile injectable. 




[0021 ] Les compositions pour administration rectale sont les suppositoires ou les capsules rectales qui contiennent, 
outre le produit actif, des excipients tels que le beurre de cacao, des glycerides semisynthetiques ou des polyethyle- 
neglycols. 

[0022] Les compositions pharmaceutiques contiennent generalement 0,5 a 10 mg de sibutramine et 0,1 a 200 mg 
de I'antagoniste CB1. 

[0023] La presente invention concerne egalement I' association selon I'invention pour I'obtention d'un medicament 
destine au traitement de I'obesite. Les doses dependent de I'effet recherche, de ia duree du traitement et de la voie 
d' administration utilisee; elles sont generalement de 1 a 15 mg par jour par voie orale pour un adulte de sibutramine 
et de 0,1 0 a 500 mg par jour par voie orale pour un adulte de I'antagoniste CB1 . 

[0024] D'une facon generate, le medecin determines la posologie appropriee en fonction de rage, du poids et de 
tous les autres facteurs propres au sujet a trarter. 



Revendications 

1. Association d'un antagoniste CB1 et de sibutramine, son hydrate ou un de ses sels pharmaceutiquement accep- 
tables. 



2. Association selon la revendication 1 pour laquelle I'antagoniste CB1 est un compose de formule : 




dans laquelle 

so it R represente une chaine (A), (B) et 



/SC^R, 0R ' /So^ 

C=C ou C CH \^ 

(A) < B ) ^ 

R 1 represente un radical methyle ou ethyle, 

R 2 represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces aromatiques etant non substitues 
ou substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, hydroxy, -COOR 5> formyle, trifluoromethyie, 
trifluoromethylsulfanyle, trifluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, -CONHR 9 , 
-CO-NR 16 R 17! alkylsulfanyle, hydroxyalkyle, -0-alk-NR 12 R-i3 ou alkylthioalkyle soit un heteroaromatique choisi 
parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofu- 
ryle, 2,3-dihydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyridyle, quinolyle, 1,2,3,4-16- 
trahydroisoquinolyle, 1 ,2,3,4-tetrahydroquinolyle, thiazolyle, thienyle, ces heteroaromatiques pouvant etre non 
substitues ou substitues par un halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyie, trifluoromethylsulfanyle, tri- 
fluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , cyano, -CONHR 9 , alkylsulfanyle, hydroxyalkyle ou alkylthioalkyle, 
R 3 et R 4 , identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, 
ces aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, 
trifluoromethyie, trifluoromethoxy, -CO-alk, cyano, -COOR 5 , -CONR^R^, -CO-NH-NR 6 R 7 , alkylsulfanyle, hy- 
droxyalkyle, -alk-NR 6 R 7 ou alkylthioalkyle; soit un heteroaromatique choisi parmi les cycles benzofuryle, benzo- 
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thiazolyle, benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, 
isochromannyle, isoquinolyle, pyrrolyle, quinolyie, 1 ,2,3,4-tetrahydroisoquinolyle, thiazolyle, thienyle, ces heteroa- 
romatiques pouvant etre non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, 
trifluoromethoxy, cyano, -COOR 5 , -CO-NH-NR 6 R 7 , -CONR^R^, -alk-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou alk- 
ylthioalkyle, 

R 5 est un radical alkyle ou ph6nyle eventuellement substitue par un ou plusieurs atomes d'halogene, 

R 6 et R 7 , identiques ou differents representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 

alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 6 et R 7 forment ensemble avec I'atome d'azote auquel ils sont 

rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant eventuellement 

un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou plusieurs 

radicaux alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyle, -alk-O-alk, 

-CO-NH 2 , 

R 8 represente un radical alkyle, 

R 9 represente un atome d'hydrogene ou un radical alkyle ou alkyle substitue pardialkylamino, phenyle, cycloalkyle 
(eventuellement substitue par -COOalk) ou un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 
chainons, contenant eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 10 et R 11( identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 10 et R n 
forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un radical alkyle, 

R 12 et R 13 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle, cycloalkyle ou bien 
R 12 et R 13 forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et 
azote et etant eventuellement substitue par un radical alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO- 
alk-NR 14 R 15 ou un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons et contenant un heteroatome 
choisi parmi oxygene, soufre et azote, 

R 14 et R 15 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou -COOalk, 
R 16 et R 17 forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons, contenant eventuellement un autre h6teroatome choisi parmi oxygene, soufre et 
azote, 

. R' represente un atome d'hydrogene ou un radical -CO-alk, 
soit R represente un radical CHR 18 et 
R 18 represente un radical -NHCOR 19 ou -N(R 20 )-Y-R 21l 
Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, 
trifluoromethyle, trifluoromethoxy, -CO-alk, cyano, -CQOH, -COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , alkylsulfa- 
nyle, aikylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfony I alkyle, hydroxyalkyle, ou 
-alk-NR 22 R 23 ; soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, ben- 
zoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2 : 3-dihydrobenzothienyle, pyrimidinyle, furyle, imidazolyle, iso- 
chromannyle, isoquinolyle, pyrrolyle, pyridyle, quinolyie, 1 ,2.3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces 
hetero a romatiques pouvant etre non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoro- 
methyle, trifluoromethoxy, cyano, -COOH, -COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , -alk-NR 24 R 25 , alkylsulfany- 
le, aikylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle, 
R 19 represente un radical -alk-S0 2 -R 26 , -alk-S0 2 -CH=CH-R 26 , Hetj substitue par -S0 2 -R 26 ou phenyle substitue 
par -S0 2 -R 26 ou -alk-S0 2 -R 26 , 

R 20 represente un atome d'hydrogene ou un radical alkyle, 
R 21 represente un radical phenylalkyle, He^ ou Ar 1( 

R 22 et R 23 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 22 et R 23 
forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

R 24 et R 25 , identiques ou differents representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 
alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien R 24 et R 25 forment ensemble avec I'atome d'azote auquel ils 
sont rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chaTnons, contenant eventuel- 
lement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou 
plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-aik ou -CO-NH 2 , 
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R 26 represente un radlCaT alkyle, An, ou Het^ 
A^ represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant eventuellement substitues par un ou 
plusieurs halogene, alkyle, alcoxy, cyano, -CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 25 ,R 30 , alkylsul- 
fanyle, alkylsulfinyle, alkylsulfonyle, -alk-NRggR^, -^^29^30- alkylthioalkyie, formyle, hydroxy, hydroxyalkyle, Het, 
5 -O-alk-NH-cycloalkyle, OCF 3> CF 3 , -NH-CO-alk, -S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het ou bien sur 2 atomes 

de carbone adjacents par un dioxymethylene, 

Het 1 represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 chalnons et contenant un ou 
plusieurs heteroatomes choisis parmi oxygene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 
alcoxy, vinyle, halogene, alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , les heterocycles azotes etant eventuelle- 

10 ment sous leur forme N-oxydee, 

R 27 et R 28 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 27 et R 28 
forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs radicaux alkyle, 

15 R 2g et R 30 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 

alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 29 et R 30 forment ensemble avec I'atome d'azote auquel ils 
sont rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chamons, contenant eventuel- 
lement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou 
plusieurs radicaux alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

20 soit R represente CHR 31 et 

R 31 represente un radical -N(R 32 )R 33 , -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, 
trifluoromethyle, trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR^R^, -CO-NH-NR 24 R 25 , alkylsulfa- 

25 nyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanyl alkyle, alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle ou 

-alk-NR 7 R 8 ; soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, ben- 
zoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, imidazolyle, isochromannyle, 
isoquinolyle, pyrrolyle, pyridyle, pyrimidyle, quinolyle, 1 ,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces he- 
teroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluorome- 

30 thyle, trifluoromethoxy, cyano, -COOH, COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , -a!k-NR 24 R 25 , alkylsulfanyle, 

alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle, 
R 32 represente un radical -C(R 35 )(R 36 )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , cycloalkyle ou norbornyle, 
R 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -aik-CONR 22 R 23 , -aik-NR 22 R 23l 
alcoxy 5 Ar 2 , Het 2 , -CH^rg, -CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 

35 r 34 represente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR^R^, -alk-NR^R^, alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , 

-CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 

R 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR^R^, -aik-NR^R^, 
alcoxyalkyle, Ar 2 , Het 2 , -CH^^, -CH 2 Het 2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 
R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-COIMR^R^, -alk-NR^R^, 
40 alcoxyalkyle ou alkyle eventuellement substitue par un ou plusieurs halogene, 

ou bien R 35 et R 36 forment ensemble avec I'atome de carbone auquel ils sont rattaches un cycle mono ou bicyclique 
sature ayant 3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et 
azote et etant eventuellement substitue par un ou plusieurs alkyle, 

Ar 2 represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant eventuellement substitues 
45 par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-NR^R^, 

alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, -alk-NR 39 R 40 , -NR^R^, alkylthioalkyie, formyle, CF 3 , OCF 3l Het, -O- 
alk-NH-cycloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, NHCOOalk ou sur 2 atomes de carbone adja- 
cents par dioxymethylene, 

Het 2 represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 chainons et contenant un ou 
50 plusieurs heteroatomes choisi parmi oxygene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 

alcoxy, halogene, alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur forme 
N-oxydee, 

R 37 et R 38 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 37 et R 38 
forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
55 3 a 1 0 chamons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 

eventuellement substitue par un ou plusieurs alkyle, 

R 39 et R 40 , identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R 39 et R 40 
forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
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3 a 10 chaTnons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs aikyle, 
alk reprSsente un radical alkyle ou alkylene, 

les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en chame droite ou ramifiee et 

contiennent 1 a 6 atomes de carbone et les radicaux cycloalkyle contiennent 3 a 10 atomes de carbone, 

les isomeres optiques de ces composes et leurs sels avec un acide mineral ou organique pharmaceutiquement 

acceptables. 

Association selon la revendication 2 pour laquelle le compose de formule (I) est choisi parmi les composes 
suivants : 

1-benzhydryl-3-[(methylsultonyl)(phenyl)methylene]a2etidine, 

1-benzhydryl-3-[(3-methylphenyl)(methylsu!tonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-chlorophenyl)(methylsulfonyl)methylene]az6tidine, 

1 -benzhydryl-S-KS.S-dichlorophenyOlmethylsulfonyOmethylenelazetidine, 

1-benzhydryl-3-[(2,5-dichlorophenyl)(methylsuifonyl)methylene]azetidine, 

1-benzhydryl-3-[(2,3-dichlorophenyl)(methylsulfonyl)methyIene]azetidine, 

1-benzhydryl-3-[(3-fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1-behzhydryl-3<(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-benzhydryl-S-KS-bromophenyOtmethylsulfonyOmethylenelazetidine, 

1-benzhydryl-3-[(3-iodoph6nyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(methylsulfonyl)(3-trifluoromethoxyphenyl)methylene]azetid 

1-benzhydryl-3-[(methylsulfonyl)(34rifluoromethylphenyl)methylene]azetidi 

1-benzhydryl-3^[3,5-bis(trifluoromethyl)phenyl](methylsulfonyl)methylene}a 

l-benzhydryl-S-KS.S-dibromophenyO^ethylsulfonyOmethylenelazetidine, 

1-benzhydi7l-34(3-methoxycarbonylphenyl)(methylsulfonyl)methylene]az^ 

1-benzhydryl-3-[(3^anophenyl)(m6thylsulfonyl)methylene]az§tidine, 

1-benzhydryl-3-[(3-carbamoylphenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydiyl-3-[(m§thylsulfonyl)(napht-1-yl)(methylsulfon 

1-[bis(4-chlorophenyl)methyl]-3-[(3 l 5-difluorophenyl)(methylsulfonyl)methyl^ azetidine, 
1-[bis(4-methoxyphenyl)methyl]-34(3,5-difluorophenyl)(methylsulfonyl)methyle 
1-[bis(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)meth azetidine, 
(RS)-3-[(3,5-difluorophenyl)(me^hylsulfo^ (ph6nyl)methyl)]az6tidine, 
(R)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxypheny (phenyl)methyl]azetidine, 
(S)-3-[(3,5-difiuorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl]azetidine, 
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1-[bis(4-trif!uorom^B^ 

1-[bis(44rifluorome1hylphenyl)me%^ 

1-[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyl)phenyl]methylsulfonyl methylene} azetidine, 

(RS)-1-[(4<:hlorophenyl)(2,4-dichlorophenyl)m^ 
dine, 

(R)-1-[(4^hlorophenyl)(2 l 4-dichlorophenyl)methyl]-3-[(3 ) 5-difluorophenyl)(m 
ne, 

(S)-1"[(4^hlorophenyl)(2 I 4-dichlorophenyl)methyn-3-[(3,5-difluorophenyl)(m^ 
ne, 

(RS)-1-{(4-chlorophenyl)[4-(hydroxymethyi)phenyl]methyl}-3-[(3,5-difluoropheny 
ne]azetidine, 

(R)-1-{(4^hlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorophe 
azetidine, 

(S)-1-{(4-chloropheny!)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorophe 
azetidine, 

(RS)-H(4-chloroph6nyl)[4-(pyrrolidylm6thyl)phenyl]methyI}-3-[(3,5-diflu 
ne]azetidine, 

(R)-1-{(4^hlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3 t 5-difluorophe 
azetidine, 

(S)-1-{(4-chlorophenyl)[4-(pyrrolidylin^ 
azetidine, 

1-{(RS)-(4-chlorophenyl) t4-(3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-difl^ 
thylsulfonyl)methylene]az£tidine, 

1-{(R)-(4-chlorophenyl) [4-(3,3-dimethyl-pip6ridin-1-yl-methyl)ph6nyl]methyl}-3-[(3,5-difluoropheny 
sulfonyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl) [4-(3,3-dime^hyl-piperidin-1-yl-methyl)phen^ 
sulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl) [4-(thiomoipholin-4-yl-me^ 
nyl)methy1ene]azetidine, 

1-{(R)-(4-chloroph6nyl)[4-(thiomoipholin-4-yl-methyl)pheny!]meth 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(thiomoroho 
methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-N^ycloh 
thylsulfonyl)methylene]azetidine, 

14(R)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3-[(3 l 5-d 
sulfonyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-ethyL 
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sulfonyl)methylene]azetidine, 

H{(RS)-(4-chlorophenyl){4-[(4-ethoxycato^ 
(methylsulfonyOmethyleneJazetidine, 

1-{{(R)-(4-chlorophenyl){4-[(4-etho 
thylsulfonyl)methylene]azetidine, 

1-{{(S)-(4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}m 
thylsulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methy 
thylsulfonyl)methylene]azetidine, 

14(R)-(4-chloroph6nyl)[4-(NK7clopropyl-N-propyl-aminomethyl)phenyl]meth 
thylsulfonyl)methylene}azetidine, 

1- {(S)-(4-chlorophenyl)[4-(NK:yclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3-^ 
.thylsulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3^(3 l 5-difluo 
methylenejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(diisopropylamino 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(diisopropylam 
methylenejazetidine, 

1-{{(RS)-(4-chlorophenyl){4-[bis-(2-m^ 
thylsulfonyl)methylene]azetidine, 

1-{{(R)-(4-chlorophenyl){4-[bis-(2-methoxye^^ 
thylsulfonyl)methylene]azetidine, 

1-{{(S)-(4-chlorophenyl){4-[bis-(2-metho 
sulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]meth^ 
methylenejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(di-n-pro^ 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(di-n-propylamino 
methylenejazetidine, 

1-{(RS)-(4-chloropheny!)[4-(piperidin-1-yl-methyl)phenyl]methy!}-3-[(3,5-difluorophe 
thylenejazetidine, 

1-{(RM4-chlorophenyl)[4-(piperidm^ . 
thylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(pip^ 
thylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(4-m^ 
sulfonyljmethylenejazetidine, 
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W A 

1-{(R)-(4-chloropfiW!yl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]me^^ 
fo nyl) met hylenejazeti dine, 

14(S)-(4-chlorophenyl)[4-(4-methyL 
fonyl)methylene]azetidine, 

H(RS)-(4-chlorophenyl)[4-(moroholin^^ 
methylenejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(moipho^ 
thylenejazetidine, 

1-{(S)-(4<;hlorophenyl)[4-(morpholin-4-yl-^ 
thylenejazetidine, 

H(RS)-{4-chlorophenyl)[4-(diethylaminomethyO^ 
thylenejazetidine, 

1-{(R)-(4-chlorophenyI)[4-(diethyta^ 
lenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-d 
lenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(pipe^azin-2-one-4-yl-m 
nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-m 
nyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperazin-2-one-4-y^ 
nyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(imid^ 
thylenejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(imidazol-1-yl-m^ 
lenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-yl-m^ 
lenejazetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N,N-dime%^ 
methylenejazetidine, 

(R)-1-{(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorop 
methylenejazetidine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dim^ 
methylenejazetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-ethylcarbamo 
lenejazetidine, 

(R)-H(4-chlorophenyl)[4-(N-ethylcarbamo 
nejazetidine, 

(S)-1-{(4-chlorophenyl)[4-{N-ethylcarbam 
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nejazetidine, 



(RS)-1-[(4-carlDamoylphenyl)(4-chlorophenyi)m6thyi]-3-[(3,5-clifluoroph6nyl) (methylsulfonyl)methylene]aze- 
tidine, 

(R)-1-[(4-carbamoylphenyl)(4-chlorophenyl)m6thyl]-3-[(3,5-difluoroph6nyl)(m 
dine, 

(S)-1-[(4^arbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methylene]azeti- 
dine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-dichlorophenyl)(methylsulfonyl)me^ azetidine, 

1-benzhydryl-3-[(3-methylsulfanylphenyi)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-methylsulfanyimethyl)phenyl)]{methylsulfonyl)methylen 

1-[bis(4-chlorophenyl)methyI]-3-[(3-cyanophenyl)(methylsulfonyl)methyl^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3-cartDamoylphenyl)(methylsulfonyl)^ 

1-[bis(4-chl6rophenyi)methyl]-3-[(3-m azetidine, 

1 -[bis(4<;hlorophenyl)methyl]-3-f(3-hydroxyphenyl)(methylsulfonyl)met azetidine, 

1-[bis(4-chlorophenyl)methyl]-3^ azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsuffonyl)methy^ 

1-fbis(4<hlorophenyl)methyl]3-{(m6thylsulfonyl)[3-(N-piperidylcart)amoyl)ph6nyl] methylene}azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(methyisulfonyl)(3-trif!uoromethylsulfan 
azetidine, 

1-[bis(4-fluorophenyl)m6thyl]-3-[(3,5-difluorophenyl)(methyisulfonyl)methylene] azetidine, 
1-[bis(2-fluorophenyl)methyl]-3^(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 
1>[bis(3-fluorophenyl)methyl]-34(3,5-difiuorophenyl)(methylsulfonyl)methylene] azetidine, 
(RS)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfony!)(phenyl)methylene]a^ 
(R)-1-[(4-chloroph6nyi)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)m azetidine, 
(S)-1-[(4<hlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methyle azetidine, 
(RS)-1-[(4<hlorophenyl)(thien-2-yO^ 

(R)-1-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl) methylene]azetidine, 
(S)-1-[(4^hloropheny!)(thien-2-yi)methyl]-3-[(3 I 5-difluorophenyl)(methylsulfonyl) methylenejazetidine, 
1-benzhydryl-3-[(ethylsulfonyl)(phenyl)methylene]azetidine, 

1-[bis{4<hlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)carbamoyl]phenyl} (methylsuifonyl)methylene} 
azetidine, 

1-[bis(4<hlorophenyl)methyl]-3-{[3-(2,2-dimethylcarbohydrazido)phenyl](methylsul^ 
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ne, 

1-[bis(thien-2-yl)methyl]-3-[(3,5^^^ 

1-[bis(p-toiy!)methyl]-3-[(methylsulfonyl)(phenyl)methylene]azetidine, 

1-[(4-chlorophenyl)(4-hydroxyme^ (methylsulfonyl)methylene]azeti- 
dine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(me^^ 

(RS)-1-[{4-chlorophenyl)(thia2ol-2-yl)methyl]-3-[(3 f 5-difluorophenyl)(meth 

(R)-H(4-chlorophenyl)(thiazol-2-yl)m^ 

(S)-1-[(4<;hlorophenyl)(thiazol-2-yO^ 

1-[bis(4K;hlorophenyl)methyl]-3-[(m^^ 

1-[bis(4-chlorophenyl)methy]]-3-hydroxy-3^(methylsuifonyl)(2-methox 
ne-(RS), 

1-[bis(4-chlorophenyl)methyl]-3-[(2-/sobutylaminocarbonylthien 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxycarbonylphenyl)(methylsulfon methyl-(RS)]azetidin-3-ol, 

1-[bis(4-chlorophenyl)methyl]-3-t(methylsulfonyl)(pyridin-4-yl)me^ 

1-[bis{4-chlorophenyl)methyl]-3-[(methylsulfonyl)(pyridin-3-yl)methyl-(R 

3-({1-[bis-(4-chlorophenyl)meto^ 
benzamide, 

3-({1-[bis-(4^hlorophenyl)methyl]az&^ 
benzamide, 

3-({Hbis-(4K;hlorophenyl)methyl^ 
zamide, 

3-({1-[bis-(4K3hloroph§nyl)methyl]az& 
ethyl)benzamide, 

3-({1-[bis-(4-chloroph6ny1)methy^ 

3-({1-[bis-(4-chlorophenyt)methyl]azetidin-3-ylidene}-methanesutfonyl-me% 

3.(^.[bis.(4-chiorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl^ 
zamide, 

3-({14bis-(4-ch!orophenyi)methyi]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(2-^ 
benzamide, 

N'-methyl-hydrazide de I'acide 3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl) 
benzoique, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-yiidene}-methanesulfonyl-methyl)N-(2-morpholin-4 
zamide, 
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3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-m 
thyl)benzamide, 

3-({1-[bis-(4-chlorophenyl)m&hyl]az&id^ 
mide, 

3-({1-[bis-(4'^hlorophenyl)methy^ 
de, 

3-({1-[bis-(4-chlorophe^y!)methyl]aze^ 
mide, 

3-({1-[bis-(4^hlorophenyl)methyl]a^ 

3-({1-[bis-(4K;hlorophenyl)methyl]az^ 
de, 

3-({1-[bis-(4^hlorophenyl)methy!]azetidin-3-ylidene}-methanesulfonyl-m 
thyl)benzamide, 

3-({1-[bis-(4K;hlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-meth 
mide, 

3- ({1-[bjs-(4^h!orophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m6thyl)N-(2 

ester methylique de I'acide 4-{[3-({1-[bis-(4-chlorophe^yl)methyl^ 
benzoylamino]m6thyl}-cyclohexanecarboxylique, 

2-amino-1-{4-[3-({1-[bis-(4-chloropheny^^ 
zin-1-yl}-ethanone. 

ester tert-butylique de I'acide (2-{4-[3-({1-[bis-(4-chlorophenyI)m^ 
methyl)phenyl]piperazin-1-yl}-2-oxo-ethyl)carbamique, 

1- {4r[3-({1-[bis-(4*chloroph6nyl)methyl]az6tidin-3-ylidene}-methanesulfonyl^ 

2- methylamino-ethanone, 

ester tert-butylique de I'acide (2-{4-[3-({1-[bis-(4<:hlorop^ 
methyl)phenyl]piperazin-1-yl}-2-oxo-ethyl)N-methylcarbamique, 

N-methylamide de I'acide 4-[3-({1 *|bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulf ony 
phenyl]piperazine-1-carbothioic, 

N-methylamide de I'acide 4-[3-({1 -[bis-(4-chloroph6nyl)methyl]aze 
phenyl]piperazine-1-carboxylique, 

ester de methyl de I'acide 443-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl) 
phenyl]piperazine-1-carboxylique, 

1<3-({1-[bis-(4^hlorophenyl)m6thyl]azetidin-3-ylidene}-methan 
ne, 

1-[3-({Hbis-(4K;hlorophenyl)m^ 

4- acetyl 1 -[3-({ 1 -[bis-(4-chlorophenyl)m§thyl]azetidin-3-ylidene}-methanesulf onylmethyl)ph 

1- {4-[3-({1-[bis-(4-chlorophenyl)me^ 

2- dimethylamino-ethanone, 
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1 -[3-({1 -[bis-(4-cfilMphenyl)me%l]^ 

ester tert-butylique de I'acide 4^3-({1-[bis^4<ihlorophenyi)methyl]azetidin-3-ylidene}-methanesu 
thyl)phenyl]piperazine-1-carboxylique, 

1-[bis(4-methoxycarbonylph§nyl)methyl]-3-[(3,5-difluorophenyl)( methylene]azetidine, 

3- acetoxy-1-[bis(4-m&hoxycafoonylp^ (methylsulfonyl)methyl-(RS)]aze- 
tidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)methanesulfonyl-methylene] azetidin-1-yl}-methyl)benzyG 
morpholine, 

4- (443-[(1-benzhydryl-a2etidin-3-ylidene)methanesulfonyl-methy!]phe 
4-(4-{3-[(1-benzhydryl-azetidin-3-ylidene)methanesuffonyl-methyl]phenoxy 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}4hien-2-yl-sulfonamide, 
N-{1 -[bis(4-chlorophenyl)me^ 

N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulfamoyl)phenyn 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methylphenylsulfon 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenylsulfonam 

N-{1-[bis(4-chlorophenyl)methyl]^ 

N41 -[bis(4-chlorophe^yl)me^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yi}-3-cyanophenylsulfonami 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphen 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-34rifluoromethylphenyl^ 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-napht-2-yl-sulfonamide ( 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}napht-1-yl-su!fonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl]}-3,4-difluorophenylsulfonamide, 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-1 -methyl-1 -H-imidazol-4-yl-sulfonamide, 

N-[4-(N-{1-[bis(4-ch!orophenyl)m^ 

N-{1-tbis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamide, 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-y(H^luorophenylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3'yl}quinol-8-y!sulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulfonamide, 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylmethyl)sulfonam 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,5-difluorophenylsulfonam^ 
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N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfonamide, 
N-{1-[bis(4-chloroph§nyl)m6thy^ 

N-{1-[bis(4-chloroph6nyl)m§thyl]az§tidin'-3-yl}-N-methyl"4-fluoroph 
N-{1-[bis(4-chlorophenyl)methyl]az^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-phenylsulfonam 
N-{1-[bis(4-chlorophenyl)methyl]azeti^^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-sulfamoylphenylsulfonamide l 

2-benzenesulfonyl-N-{1-[bis-(4-chloro^ 

N-{1-[bis-(4-chlorophenyl)-methyn^^ 

(3 : chloro-4-methylsutfonyl-thiop^ 

N-{1-[bis-(4-chlorophenyl)HTiethy^^ 

N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methylsulfonyl-benzami 

N41-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methanesulfonyl-benzam 

(5-methylsulfonyl-thiophene-2<:arboxy 

(5-methylsuifonyl-3-methy1-4-v^^ 
de, 

(RS)-N-{1-[(4^hloro-phenyl)-pyridin-3-yl-methyl]-azetidin-3-yl}-3,5-d 
(RS)-N-{H(4<:hloro-phenyl)-pyrim^ 

N-{1-[bis-(4-chlorophenyl)m6thyl]-azetidin-3-yl}-N-(6-chloropyrid-2-yl)-methylsu 

N41-[bis-(4-chlorophenyl)methyl]az 

N-{1-[bis-(4-chlorophenyl)met^^ 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-quinol-5-yl-methyl-sulf^ 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-isoquinol-5-yl-methylsulfonamide, 

N-{1-[bis-(4-chlorophenyl)methy^ 

N-{1-[bis-(4-chlorophenyl)methyl]a^ 

N-(1R,2S,4S)-bicyclo[2,2J]hept-2-yl-N-{1-[bis-(4-chlorophenyl)methyq azetidin-3-yl}-methylsulfonamide, 
N-(1R l 2R l 4S)-bicyclo[2,2,1]hept-2-yl-N-{1-[bjs-(4-chlorophenyl)methyl] azetidin-3-yl}-methylsulfonamide, 
N-{Hbis-(4-chlorophenyl)methyO 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)-methyl sulfonamide, 
N-{1-[bis-(4-chlorophenyl)-methyl>azetidin-3-yl}-N-(3-methoxyphe 




27 



10 



EP 1 328 269 B1 

N-{1 -[bis-(4-chlorSPf^ 

N-{1-[bis-(4-chlorophenyl^ 

N-{1-[bis-(4-chlorophenyl)HTie% d'ethyle, 
N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(1-isobutyl-piperid-4-yl)-m 
N-benzyl-N41-[bis(4-chlorophenyl)methyl]a2etidin-3-yl)amtne, 
N-{1-[bis(4-chlorophenyl)m^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorobenzyl)methyls 
15 N4Hbis(4-chlorophenyl)met^ 

N-{1-[bis-(4-fluoro-phenyl)-methy^^ 

( R S)-N-{1-[(4-chlorophenyl)-pyrid-3-y!-methyl]-azetidin-3-yl}-N 

20 

(R)-N^1-[(4-chlorophenyl)-pyrid-3-yl-methy!]-azetidin-3-yl}-N-(3,5-difluoro^ 
(S)-N-{1-[(4-chlorophenyl)-pyrid-3^ 
25 (RS)-N-{1-[(4-chlorophenyl)-pyrid-4-yl-m^ 

(R)-N-{1-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-difluoroph 
(S)-N-{1-[(4-chlorophenyl)-pyrid-4-yl^ 

30 

(RS)-N-{1-[(4<hlorophenyl)-pyrim^ 

(R)-N-{1-[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3,5-^ 
35 (S)-N-{1-[(4-chlorophenyl)-pyrimid^ 

N41-[bis-(4-chlorophenyl)methyl]az^ 
leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

40 

4. Association selon la revendication 2 pour laquelle le compose de formule (I) est choisi parmi les composes 
suivants : 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)meth 

AS 

3-acetoxy-1-[bis-(4-chlorop^ sulfonylme- 
thyl-(RS)]azetidine 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methy!sulfon azetidine, 
leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

Association selon la revendication 1 dans laquelle I'antagoniste CB1 est le SR141716 ses hydrates et ses sels 
pharmaceutiquement acceptables ou le LY320135 et ses sels pharmaceutiquement acceptables. 

Composition pharmaceutique contenant un antagoniste CB1 et la sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables a I'etat pur ou avec un ou plusieurs diluants et/ou adjuvants compatibles et 
pharmacologiquement acceptables et/ou eventuellement en association avec un autre produit pharmaceutique- 
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ment compatible et physiologiquement actif. 

Composition pharmaceutique selon la revendication 6 pour laquelle I'antagoniste CB 1 de formule I telle definie 
dans la revendication 2. 

Composition pharmaceutique selon la revendication 7 pour laquelle le compose de formule (I) est choisi parmi les 
composes suivants : 

1 -benzhydryl-3-[(methylsulfonyl)(phenyl)methylene]azetidine, 

1-benzhydryl-3-[(3-methylph6nyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-chlorophenyl)(methylsulfonyl)methylene]azetidine, 

l-benzhydryl-S-KS^-dichlorophenyOtmethylsulfonyOmethylenejazetidine, 

1-benzhydryl-3-[(2 > 5-dichlorophenyl)(methylsulfonyl)methylene]azetidine, 

1>benzhydryN3-t(2 > 3-dichlorophenyl)(methylsulfonyl)methylene]az6tidine, . 

1-benzhydryl-3-[(3-fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3,5-difluorophenyl)(methyisulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-bromophenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-iodophenyl)(methylsulfonyl)m6thylene]azetidine, 

1-benzhydryl-3-[(methylsulfonyl)(34rifluoromethoxyphenyl)methylene)azetidine l 

l-benzhydryl-S-^methylsulfony^S^rifluoromethylphenyOmethylenelazetidine, 

1-benzhydryl-34[3,5-bis(trifluoromethyl)phenyl](methylsulfonyl)methylene}azetidine, 

1-benzhydiyl-3-[(3 f 5-dibromophenyl)(m6thylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-methoxycarbonylphen^ 

1-benzhydryi-3-[(3-cyanophenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-carbamoylphenyl)(methylsulfonyl)methylene]azetidine ( 

1-benzhydiyl-3-[(methylsulfony^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 
1-[bis(4-methoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]az 
1-[bis(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 
(RS)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-1-[(4>methoxyphenyl) {ph6nyl)methyl)]azetidine f 
(R)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (pheny!)methyl]azetidine, 
(S)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl]azetidine, 
1-[bis(4-trifluoromethoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl) methylenejazetidine, 
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1-[bis(4-trifluoror^B^phenyl)methyl]-34(3,5-difluorophe 

1-[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyl) phenyl]methylsulfonyl methylene} azetidine, 

(RS)-1-[(4-chlorophenyl)(2 J 4-dichlorophenyl)methyl]-3-[(3,5-difluorophenyl)(m 
dine, 

(R)-1-[(4-chlorophenyl)(2,4-dichloro^ 
ne, 

(S)-1-[(4^hlorophenyl)(2 t 4-dichlorophenyl)methyl]-3-[(3,5-difiuorophenyl)(m 
ne, 

{RS)-H(4-chlorophenyi)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluoroph 
ne]azetidine, 

(R)-1-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl)methyl}-3-[(3,5-difluorophen 
azetidine, 

(S)-1-{(4^hlorophenyl)[4-(hydroxymethyl)phenyl]methyi}-34(3,5-difluorophenyl)(m 
azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-d'rfluoroph 
ne]azetidine, 

(R)-1-{(4^:hlorophenyl)[4-(pyrrolidy^ 
azetidine, 

(S)-1-{(4-chlorophenyl)[4-(pyrrolidylnnethyl)phenyl]methyl}-3-[(3 ! 5-difluorophe 
azetidine, 

1 -{(RS)-(4-chlorophenyl) [4-(3 f 3-dimethyl-piperidin-1 -yl-methyl) phenyl]methyl}-3-[(3,5-difluorophenyl)(me- 
thylsulfonyl)methylene]azetidine, 

1 -{(R)-(4-chlorophenyl) [4-(3 p 3-dim6thyl-piperidin-1 -yl-m6thyl) phenyl]methyl}-3-[(3 J 5-difluoroph6nyl)(methyl- 
sulfonyl)methylene]azetidine, 

1-{(S)-(4-ch1orophenyl) [4-(3,3-dimethyl-piperidin-1-yl-methyl) phenyl]rnethyl}-3-[(3,5-difluorophenyl)(methyl- 
sulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-methyl) phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsutto- 
nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(thiomor^^ 
methylene]azetidine, 

14(S)-(4-chlorophenyl)[4-(thiomorpholin-4-yl-methyl)phenyl]methyl}-3-[(3 
methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-&^ 
thylsulfonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N-ethyl-N^^ 
sulfonyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-elhyl-N-cy^ 
sulfonyl)methylene]azetidine, 
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14{(RS)-(4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}m 
(methylsulfonyl)methylene]azetidine, 

14(R)-(4-chlorophenyl){4-[(4-ethoxycarbonyl^^ 
thylsulfonyl)methyiene]azetidine, 

1-{{(S)-(4-chlorophenyl){4-[(4-ethoxyc^^ 
thylsulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)ph§nyl]me^ 
thylsulfonyl)methylene]azetidine, 

1-{(R)-(4-ch1orophenyl)[4-(NK;ycloprop 
thylsulfonyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N^yclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3-[(3,5-^ 
thylsulfonyl)methylene]azetidine, 

1-{(RSH4-chlorophenyl)[4-(diisopropylamm^ 
methylene]azetidine, 

H(R)-(4-chlorophenyl)[4-(diisopropylam 
methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(diisopropylamm^ 
methylene]azetidine, 

1-{{(RS)-(4-chlorophenyl){4-[bis-(2-methoxy 
thylsulfonyl)methylene]azetidine, 

1-{{(R)-(4-chlorophenyl){4-|bis-(2-methoxyethyl)aminomethyl]phenyl}me^ 
thylsulfonyl)methylene]azetidine, 

1-{{(S)-<4-chlorophenyl){4-[bis-(2-methox 
sulfonyl)methylene]azetidine, 

1-{(RS)-(4<:hlorophenyl)[4-(di-n-propylaminom 
methy lene]azetidi ne , 

1-{(R)-(4-chlorophenyl)[4-(di-n-pro 
methylenejazetidine, 

14(S)-(4-chlorophenyl)[4-(di-n-propylaminom^ 
methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperidin-^ 
thylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piper^ 
thylene]azetidine, 

1-{(S)-(4-chloropheny!)[4-(pipe^idin^ 
thylene]azetidine, 

t-{(RS)-(4-chlorophenyl)[4-(4-methyl-ptperazin-1-yl-methyl)phenyl]me% 
sulfonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(4-methyl-piperazin-1-y!-methyl)phenyl]meth 
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fonyl)methylene]i 




1-{(S)-(4-chlorophenyl)[4-(4-m6thyl-piperazin-1-yl-methyl)phenyl]m 
fonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(moi^ 
methylene]azetidine, 

1 -{(R)-(4-chlorophenyl)[4-(moipholin-4-yI-methyl)phenyl]methyl}-3-[ 
thylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5^ 
thylene]azetidine, 

1^(RS)-(4<;hlorophenyl)[4-(diethylaminom 
thylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(diethylamin^ 
lene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-dif 
lene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]methyl} 
ny I) m ethy I e n e] azeti dine, 

14(R)-(4-chlorophe^y!)[4-(pipe7azin-2-on 
nyl)methylene]azetidine, 

1-{(S)-(4-chloroph6nyl)[4-(piperazin-2-one-4-yl-m6thyl)ph6nyl]m 
nyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(imida^ 
thylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(imidazol-1-yl-methyl)phenyl]met^^ 
lenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(im^ 
lene] azetidine, 

(RS)-1-{(4-chloroph6nyl)[4-(N,N<H^ 
methylene]azetidine, 

(R)-1-{(4-chlorophenyl)[4-{N,N-dimetW 
methylene]azetidine, 

(S)-1-{(4-chlorophenyl)t4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[p 
methylene]azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-6thylcaitamoyl)phenyl]methyl)}-3-[( 
lenejazetidine, 

(R)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluoroph 
nejazetidine, 

(S)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorophe 
ne]azetidine, 
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(RS)-1-[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methylene]aze- 
tidine, 

(R)-14(4-carbamoylphenyl)(4-chlorophenyl)methyl]-34(3,5-difluorophenyl)(m 
dine, 

(S)-1-[(4<arbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3 l 5-difluoropheny!) (methylsulfonyl)methylene]azeti- 
dine, 

Hbis(4-chlorophenyl)methyl]-3-[(3,5^ azetidine, 

1-benzhydryl-3-[(3-methylsulfanylphenyl)(methylsulfonyl)methylene]azeti^ 

1-benzhydryl-3-[(3-methylsulfanylmethyl)phenyl)](methylsulfonyl)meth 

1-[bis(4<:hlorophenyl)methyl]-3-[(3-cyano 

1-[bis(4<:hlorophenyl)methyl]-34(3-carbamo 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxyphenyl)(methylsulfonyl)met azetidine, 
Hbis(4<hiorophenyl)methyl]~3-[(3-hydro azetidine, 
1-[bis(4-chlorophenyl)methyl]-3-[(^ azetidine, 
1-[bis(4-chlorophenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsulfonyl)me^ 

1-[bis(4-chlorophenyl)methyl]3-{(methylsulfonyl)[3-(N-piperidylcarbamoyl)phenyn methylene}azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsultonyl)(3-trifluoromethylsulfanylphenyt)(^ 
azetidine, 

1-[bis(4-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 
1-[bis{2-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyi)methylene] azetidine, 
1-[bis(3-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfohy!)methyle^ azetidine, 
(RS)-1-t(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methyle 
(R)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methyl^ azetidine, 
(S)-1-[(4^hlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)meth azetidine, 
(RS)-1-[(4-chlorophenyl)(thien-2-yl)m 

(R)-1-[(4<hlorophenyl)(thien-2-yl)met^ methylene]azetidine, 
(S)-1-[(4^hlorophenyl)(thien-2-yl)me^^ methylene]azetidine, 
1-benzhydryl-3-[(ethylsullonyl)(phehyl)methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)carbamoyl]phe (methylsulfonyl)methylene} 
azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{p^ 
ne, 
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1-[bis(thien-2-yl)rn^ffyl]-3^ 
1-[bis(p-tolyl)methyl]-3-[(methyls^ 

1-[(4-chlorophenyl)(4-hydroxymethylphenyl)methyl]-3-[(3,5-difluorophenyO (methyls ulfonyl)methylene]azeti- 
dine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfonyl)m 

(RS)-1-[(4<;hlorophenyl)(thiazol-2-yl)met^^^ 

(R)-1-[(4^hlorophenyl)(thiazol-2-yl)m^ 

(S)-1-[(4Hchlorophenyi)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(me^^ 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarbonyllhien-5-yl)m 

1-[bis(4^hlorophenyl)methyl]-3-^ 
ne-(RS), 

1-[bis(4-chlorophenyl)m&hyl]-34(2-^ 

1-[bis(4^hlorophenyl)methyl]-3-[(3-methoxycariDonylphenyl)(methylsu methyl-(RS)]azetidin-3-ol, 
1-[bis(4-chlorophenyl)methyl]^ 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsu!fonyl)(pyridin-3-yi)methy 

3-({14bis-(4^hlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyO 
benzamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-yljdene}-methanesulfonyl-meth 
benzamide, 

3-({1 -[bis-(4-chlorophenyl)me^ 
zamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidM 
ethyl)benzamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-yiidene}-methanesulfonyl-methyl)N-piperi 
3-({1-[bis-(4-chlorophenyl)methyi]az 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(3-imidazol-1-^ 
zamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(2-dimet^ 
benzamide, 

N'-methyl-hydrazide de I'acide 3-({1 -|bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methy!) 
benzoique, 

3-{{1-[bis-(4-chloropheny!)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(2-mom 
zamide, 

3-({1-[bis-(4^h!orophenyl)methyl]azetidin^ 
thyl)benzamide, 
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3-({1-[bis-(4-chlorophenyl)methy^^ 
mide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m^ 
de, 

3-({1-[bis-(4-chlorophenyl)methyl]azeti^ 
mide, 

3-({1-[bis-(4<ihloropheny!)methyl]azetidin-3-ylidene}-methanesulfonyl-m 

3-({1-[bis-(4-chloropheny!)methyl]azetidin-3-ylidene}-methanesulfonyl-m^ 
de, 

3-({1-[bis-(4-chlorophenyl)methyl]az^ 
thyl)benzamide, 

3-({14bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m 
mide, 

3- ({1-[bis-(4^hlorophenyl)methyl]az& 

ester methylique de I'acide 4-{[3-({1 -(bjs-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-meth 
benzoylamino]methyl}-cyclohexanecarboxylique, 

2-amino-1-{4-[3-({1-[bis-(4-chlorophe^ 
zin-1-yl}-ethanone, 

ester tert-butylique de I'acide (2-{4-[3-({14bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl^ 
m6thyl)ph6nyl]pip6ra2in-1-yl}-2-oxo-§thyl)carbamique, 

1^4-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl^ 
2-methylamino-ethanone, 

ester tert-butylique de I'acide (2-{4-t3-({1-[bis-(4-chlorophenyl)methyl]az6tidin-3-ylidene}-methanesulfon 
methyl)phenyl]piperazin-1-yl}'2-oxo-ethyl)N-methylcarbamique l 

N-methylamide de I'acide 4-[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfo 
phenyl]piperazine-1-carbothioic, 

N-methylamide de I'acide 4-[3-({1 -|bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl) 
phenyl]piperazine-1-carboxylique, 

ester de methyl de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methy^^ 
phenyl]piperazine-1-carboxy1ique, 

1-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-meth 
ne, 

1- [3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyi) 

4- acetyl 1-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonylmet^ 

144-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-meth 

2- dimethylamino-ethanone, 

1-[3-({1-[bis-(4-chlorophenyl)me^ 
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ester tert-butyliqUWTe I'acide 4-[3-({1 -[bis-(4^hlorophenyl)methyl]az^^ 
thyl)phenyl]piperazine-1-carboxylique, 

1-[bis{4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl)(m methyienejazetidine, 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-d^^ (methylsulfonyl)methyl-(RS)]aze- 
tidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3 J 5-difluorophenyl)methanesulfonyl-methylene] azetidin-1-yl}-methyl)benzyl] 
morpholine, 

4- (4-{3-[(1-benzhydryl-azetidin-3-yiidene)me^^ 
4-(4-{3-[(1-benzhydryl-azetidin-3-ylidene)m^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-ylHhien-2-yl-sulfonamide ( 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methoxyphenylsutfonam 

N-[4-(N-{1-[bis(4-chlorophenyl)m^ 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methylphenylsulfonam 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenylsulfonamid 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenylsulfonamide J 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dichlorophenylsulfonamide, 

N^1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanophenylsu!fonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphenyisulfonar^ 

N-{1 -[bis(4-chlorophenyl)met^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-napht-2-yl-sulfonamide, 

N-{1-[bis(4-chlorophe^yl)methyl]az^ 

N-{1-[bis(4-chlorophenyl)me1hyl]az 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-1 -methyl-1 -H-imidazol-4-y!-sulfonamide, 

N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulfamoyl)-2-chlorop 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}^-fluorophenylsulfonamide, 

N-{1-tbis(4*chlorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulfonamide ) 

N-{1-[bis(4-chlorophenyl)m§thy!]azetidjn-3-yl}-{phenylmethyl)sulfona 

N-{1-[bis(4-chiorophenyl)rnethyl]azetidin-3-yl}-3,5-difluorophenylsuIfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfonamide l 
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N-{1-[bis(4-chloropheny1)methy^ 
N-{1-[bis(4-chloroph6nyl)m6thyl]az6tid^ 
N41-[bis(4-chloroph6nyl)m6thyl]az^ 
N-{1-[bis(4-chlorophenyl)methyl]azetidh^^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-(phenylmethyl)sutf 

N-{1»[bis(4-chloroph6nyl)m6thyl]a26tidin-3-yl}-3-sulfamoylphenylsulfonamide, 

2-ben2enesulfonyl-N-{14bis-(4-ch(orophenyl)-methyl]-a2etidin-3-yl}-acetam 

N-{1-[bis-(4-chlorophenyl)-m6thyl]-azetidin-3-yl}-2-(toluene-4-sutfonyl)-acetamide^ 

(3-chloro-4-methylsutfonyl-thiophene^ 

N-{1-[bis-(4-chloroph6nyl)-m6thyn 

N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methyisulfonyl-benzamide, 
N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-4-methanesulfonyl-b 
(5-methylsulfonyl-thiophene-2-carboxy)-{1-[bis-(4-chlorophenyl)-methyl]-azeti^ 
(5-methylsulfonyl-3-methyl-4Vinyl-thibphene-2^arboxyH1-[bis-(4-chloroph6n 



(RS)-N-{1-[(4^hloro-ph6nyl)-pyridin-3-yl-m&^ 
(RS)-N-{1-[(4<:h1oro-phe^yl)-pyrimidin-5-yl-^ 
N-{1-[bis-(4-chlorophe^yl)methyl]-az^^ 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(6-ethy!pyrid-2-yl)-methylsu 



N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-quinol-5-yl-methyl-sulfonamide J 
N-{1-[bis-(4-chlorophenyl)methyl]a^ 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-methyl-sulfonamide, 
N-{Hbis-(4-chlorophenyl)methyl]aze^ 

N-(1R,2S l 4S)-bicyclo[2,2J]hept-2-yl-N-{1-[bis-(4K:hlorophdnyl)methyl] azetidin-3-yl}-methylsujfonamide, 
N-(1R,2R l 4S)-bicyclo[2,2 l 1]hept-2-yl-N"{1-[bis-(4-chlorophenyl)methyl] azetidin-3-yl}-methylsulfonamide, 
N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3 > 5-difluorophenyl)-methylsulf 
N-{1-[bis-(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(thiazol-2-yI)-m6thyl sulfonamide, 
N-{1 -[bis-(4-chlorophenyl)-me%^ 

N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-N-(3-hydroxyphenyl)-meth 



de, 



N-{1~[bts-(4-chlorophenyl)methyl]azetidin-3-yl}-N-quinol-6-yl-methyl-sulfon 



37 



^ EP 1 328 269 B1 

N-{1-[bis-(4-chlo^Rnyl)-methyl]-azetidin-3-yl}-N-(3-hydroxy^ \e 
N-{i-[bis-(4-chlorophenyl)-me%^ d'ethyle, 
N-{Hbis-(4-chlorophenyl)metM 

N-benzy^N^1-[bis(4-chlo^ophe^yl)methyl]a2etidin-3-yl}am^ne l 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-ditluorobenzyl)amin 
N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorobenzy!)m 
N41-[bis(4-chlorophenyl)methyl]azetidi^^ 

N-{1 -[bis-(4-fluoro-phenyl)-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)-m 
(RS)-N-{1-[(4-chlorophenyl)-pyrid-3-y!-methyl]-azetidin-3-yl}-N-(3 7 5-d 
(R)-N-{1-[(4-chlorophenyI)-pyrid^^ 
(S)-N^-[(4-chlorophenyl)-pyrid-3-y^ 

(RS)-N-{1-[(4-chlorophenyl)-pyrid^-yi-methyl]-azetidin-3-yl}-N : (3,5-diflu^ 
(R)-N41-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-^ 
(S)-N-{1-[(4-chlorophenyl)-pyrid-4-y^ 
(RS)-N-{1-[(4-chlorophenyl)-py^ 

(R)-N-{1-[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3,5 
(S)-N41-[(4-chlorophenyl)-pyri 
N41-[bis-(4-chlorophe>iyl)m&^^ 
leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

9. Composition phamnaceutique selon la revendication 7 pour laquelle le compose de formule (I) est choisi parmi les 
composes suivants : 

1-[bis(4-chlorophenyl)methyl]-3-^ 

3-acetoxy-1-[bis-(4-chlorophenyl)m^ sulfonylme- 
thyl-(RS)]azetidine 

1-[bis(4K;hlorophenyl)methyl]^ azetidine, 
leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

10. Composition pharmaceutique selon la revendication 6 dans laquelle I'antagoniste CB1 est le SR141716 ses hy- 
drates et ses sels pharmaceutiquement acceptables ou le LY3201 35 et ses sels pharmaceutiquement acceptables. 

11. Composition pharmaceutique selon Tune des revendication 6 a 10 pour un usage simultane, separe ou etale dans 
le temps. 

12. Composition pharmaceutique selon Tune des revendication 6 a 11 contenant 0,5 a 10 mg de sibutramine et 0,1 a 
200 mg de I'antagoniste CB1 . 
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Patentanspriiche 



1 . Kombination von einem CB1 -Antagonisten und von Sibutramin, seinem Hydrat oder einem seiner pharmazeutlsch 
annehmbaren Salze. 

2. Kombination gemaG Anspruch 1 , fur die der CB1 -Antagonist eine Verbindung der Formel: 



15 



R 4 





(i) 



ist, worin 

20 entweder R eine Kette (A), (B) 



25 



30 



OR" 



(A) 



oder 



(B) 



CH 



35 



40 



45 



50 



55 



darstellt und R-, einen Methyl- oder Ethyl rest darstellt, 

R 2 darstellt entweder einen aromatischen Rest, der unter Phenyl, Naphthyl oder Indenyl ausgewahlt ist, wobei 
diese aromatischen Reste nicht substituiert oder substituiert sind mit einem oder mehreren Halogen, Alkyl, Alkoxy, 
-CO-alk, Hydroxy, -COOR 5 , Formyl, Trifluormethyl, Trifluormethylsulfanyl, Trifluormethoxy, Nitro, -NR 6 R 7 , 
-CO-NH-NR 6 R 7 , -N(alk)COOR 8 , Cyano, -CONHR 9 , -CO-NR 16 R 17 , Alkylsulfanyl, Hydroxyalkyl, -0-alk-NR 12 R 13 
oder Alkylthioalkyl, oder einen heteroaromatischen Rest, der ausgewahlt ist unter den Ringen Benzofuryl, Benzo- 
thiazolyl, Benzothienyl, Benzoxazoly!, Chromanyl, 2,3-Dihydrobenzofuryl, 2 ? 3-Dihydrobenzothienyl, Indolinyl, In- 
dolyl, Isochromanyl, Isochinolyl, Pyridyl, Chinolyl, 1 ,2,3,4-Tetrahydroisochinolyl, 1 ,2,3,4-Tetrahydrochinolyl, Thia- 
zolyl, Thienyl, wobei diese heteroaromatischen Reste nicht substituiert oder substituiert sein konnen mit einem 
Halogen, Alkyl, Alkoxy, -COOR 5 , Trifluormethyl, Trifluormethylsulfanyl, Trifluormethoxy, Nitro, -NR 6 R 7 , 
-CO-NH-NR 6 R 7 , Cyano, -CONHR 9 , Alkylsulfanyl, Hydroxyalkyl oder Alkylthioalkyl, 

R 3 und R 4 , die gleich oder verschieden sind, darstellen entweder einen aromatischen Rest, der unter Phenyl, 
Naphthyl oder Indenyl ausgewahlt ist, wobei diese aromatischen Reste nicht substituiert oder substituiert sind mit 
einem oder mehreren Halogen, 'Alkyl, Alkoxy, Formyl, Hydroxy, Trifluormethyl, Trifiuormethoxy, -CO-alk, Cyano, 
-COOR 5 , -CO-NR 10 R 11t -CO-NH-NR 6 R 7l Alkylsulfanyl, Hydroxyalkyl, -alk-NR 6 R 7 oder Alkylthioalkyl, oder einen 
heteroaromatischen Rest, der ausgewahlt ist unter den Ringen Benzofuryl, Benzothiazolyl, Benzothienyl, Ben- 
zoxazolyl, Chromanyl, 2,3-Dihydrobenzofuryl, 2,3-Dihydrobenzothienyl, Furyl, Isochromanyl, Isochinolyl, Pyrrolyl, 
Chinotyl, 1 ,2,3,4-Tetrahydroisochinolyl, Thiazolyl, Thienyl, wobei diese heteroaromatischen Reste nicht substitu- 
iert oder substituiert sein konnen mit einem Halogen, Alkyl, Alkoxy, Hydroxy, Trifluormethyl, Trifluormethoxy, Cyano, 
-COOR 5 , -CO-NH-NR 6 R 7 , -CONR 10 R 11( -alk-NR 6 R 7 , Alkylsulfanyl, Hydroxyalkyl oder Alkylthioalkyl, 
R 5 ein Alkyl- oder Phenylrest ist, der gegebenenfalls mit einem oder mehreren Halogenatomen substituiert ist, 
R 6 und R 7 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest Alkyl, -COOalk, Cycioalkyl, 
Alkylcycloalkyl, -alk-O-alk, Hydroxyalkyl darstellen oder aber R 6 und R 7 zusammen mit dem Stickstoffatom, an 
das sie gebunden sind, einen gesattigten oder ungesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 
Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und Stick- 
stoff ausgewahlt ist, und der gegebenenfalls substituiert ist mit einem oder mehreren Resten Alkyl, -COalk, -COO- 
alk, -CO-NHalk, -CS-NHalk, -CO-alk-NR u R 15 , Oxo, Hydroxyalkyl, -alk-O-alk, -CO-NH 2 , 
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R fi einen Alkylrest da^^, 

R 9 darsteltt ein Wasserstoffatom oder einen Rest Alkyl oder mit Dialkyiamino substituiertes Alkyl, Phenyl , Cycloalkyl 
(gegebenenfalls substituiert mit -COOalk) oder einen gesattigten oder ungesattigten, mono- oder bicyclischen 
Heterocyclic mit 3 bis 10 Ringgliedern, der gegebenenfalls ein oder mehrere Heteroatome enthalt, die unter Sau- 
erstoff, Schwefel und Stickstoff ausgewahlt sind, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R 10 und R 11s die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R 10 
und R in zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem Alkylrest substituiert ist, 
R 12 und R 13 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest Alkyl, Cyclolalkyl darstellen 
oder aber R^ 2 und R 13 zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten. mo no- 
oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedern, der gegebenenfalls ein weiteres Heteroatom enthalt, 
das unter Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem Rest Alkyl, -COalk, 
-COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 substituiert ist, oder einen gesattigten mono- oder bicycli- 
schen Heterocyclus mit 3 bis 10 Ringgliedern bilden, der ein unter Sauerstoff, Schwefel und Stickstoff ausgewahl- 
tes Heteroatom enthalt, 

R 14 und R 15 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest Alkyl oder -COOalk darstellen, 
R 16 und R 17 zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- oder bicycli- 
schen Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das 
unter Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, 
R 1 ein Wasserstoffatom oder einen Rest -CO-alk darstellt, 
oder R einen Rest CHR 18 darsteltt und 
R 18 einen Rest -NHCOR 19 oder -N(R 20 )-Y-R 2 i darstellt, 
Y CO oder S0 2 ist, 

R 4 und R 3 , die gleich oder verschieden sind, darstellen entweder einen aromatischen Rest, der unter Phenyl, 
Naphthyl und Indenyl ausgewahlt ist, wobei diese aromatischen Reste nicht substituiert oder substituiert sind mit 
einem oder mehreren Halogen, Alkyl, Alkoxy, Formyl, Hydroxy, Trifluormethyl, Trifluormethoxy, -CO-alk, Cyano, 
-COOH, -COOalk, -CONR^R^, -CO-NH-NR 24 R 25 , Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, Alky Isulfanyl alkyl, Al- 
kylsulfinylalkyl, Alkylsulfonylalkyl, Hydroxyalkyl oder-alk-NR^R^, oder einen heteroaromatischen Rest, der aus- 
gewahlt ist unter den Ringen Benzofuryl, Benzothiazolyl, Benzothienyl, Benzoxazolyl, Chromanyl, 2,3-Dihydro- 
benzofuryl, 2,3-Dihydrobenzothienyl, Pyrimidinyl, Furyl, Imidazolyl, Isochromanyl, Isochinolyl, Pyrrolyl, Pyridyl, 
Chinolyl, 1 ,2,3,4-Tetrahydroisochinolyl, Thiazolyl und Thienyl, wobei diese heteroaromatischen Reste nicht sub- 
stituiert oder'substituiert sein konnen mit einem Halogen, Alkyl, Alkoxy, Hydroxy, Trifluormethyl, Trifluormethoxy, 
Cyano, -COOH, -COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , -alk-NR 24 R 25 , Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, 
Alkylsulfanylalkyl, Alkylsulfinylalkyl, Alkylsulfonylalkyl oder Hydroxyalkyl, 

R 19 darstellt einen Rest -alk-S0 2 -R 26 , -alk-S0 2 -CH=CH-R 26 , Het 1 , substituiert mit -S0 2 -R 26 , oder Phenyl, substi- 
tuiert mit -S0 2 -R 26 oder -alk-S0 2 -R 26 , 
R 20 ein Wasserstoffatom oder einen Alkylrest darstellt, 
R 21 einen Rest Phenylaikyl, He^ oder Ar n darstellt, 

R 22 und R 23 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R 22 
und R 23 zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R 24 und R 25 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest Alkyl, -COOalk, Cyclolalkyl, 
Alkylcycloalkyl, -alk-O-alk oder Hydroxyalkyl darstellen oder aber R 24 und R 25 zusammen mit dem Stickstoffatom, 
an das sie gebunden sind, einen gesattigten oder un gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 
10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und 
Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Alkyl, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, Oxo, Hydroxyalkyl, -alk-O-alk oder -CO-NH 2 substituiert ist, 
R 26 einen Rest Alkyl, An, oder Het 1 darstellt, 

An, einen Phenyl-, Naphthyl- oder Indenylrest darstellt, wobei diese Reste gegebenenfalls substituiert sind mit 
einem oder mehreren Halogen, Alkyl, Alkoxy, Cyano, -CO-alk, -COOH, -COOalk, -CONR 27 R 28 ,-CO-NH-NR 29 R 30 , 
Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, -alk-NR 29 R 30 , -NR 29 R 30 , AlkylthioalkyL Formyl, Hydroxy, Hydroxyalkyl, 
Het, -O-alk-NH-cycloalkyl, OCF 3 , CF 3 , -NH-CO-alk, -S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het oder aber an 2 
benachbarten Kohlenstoffatomen mit einem Dioxymethylen, 

Het! einen ungesattigten oder gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedern dar- 
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stellt, der ein Oder mehrere Heteroatome enthalt, die unter Sauerstoff, Schwefel und Stickstoff ausgewahlt sind, 
gegebenenfalls substituiertmit einem oder mehreren Alkyl, Alkoxy, Vinyl, Halogen, Alkoxycarbonyl, Oxo, Hydroxy, 
OCF 3 oder CF 3 , wobei die Stickstoffheterocyclen gegebenenfalls in ihrer N-oxidierten Form vorliegen, 
R 27 und R 28 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R 27 
und R 2B zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedem bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R 29 und R 30 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest Alkyl, -COOalk, Cycloalkyl, 
Alkylcycloalkyl, -alk-O-alk, Hydroxyalkyl darstellen oder aber R 29 und R 30 zusammen mit dem Stickstoff atom, an 
das sie gebunden sind, einen gesattigten oder un gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 
Ringgliedem bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und Stick- 
stoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Resten Alkyl, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, Oxo, Hydroxyalkyl, -alk-O-alk, -CO-NH 2 substituiert ist, 
oder R CHR 31 darstellt und 

R 31 einen Rest -N(R 32 )R 33 , -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 -R 34 darstellt, 

R 4 und R 3 , die gleich oder verschieden sind, darstellen entweder einen aromatischen Rest, der unter Phenyl, 
Naphthyl und Indenyl ausgewahlt ist, wobei diese aromatischen Reste nicht substituiert oder substituiert sind mit 
einem Oder mehreren Halogen, Alkyl, Alkoxy, Formyl, Hydroxy, Trifluormethyl, Trifluormethoxy, -CO-alk, Cyano, 
-COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, Alkylsulfanylalkyl, Al- 
kylsulfinylalkyl, Alkylsulfonylalkyl, Hydroxyalkyl oder -alk-NR 7 R 8 , oder einen heteroaromatischen Rest, der aus- 
gewahlt ist unter den Ringen Benzofuryl, Benzothiazolyl, Benzothienyl, Benzoxazolyl, Chromanyl, 2,3-Dihydro- 
benzofuryl, 2,3-Dihydrobenzothienyl, Furyl, Imidazolyl, Isochromanyl, Isochinolyl, Pyrroiyl, Pyridyl, Pyrimidyl, Chi- 
nolyl, 1 ,2,3,4-Tetrahydroisochinolyl, Thiazolyl und Thienyl, wobei diese heteroaromatischen Reste nicht substituiert 
oder substituiert sein konnen mit einem Halogen, Alkyl, Alkoxy, Hydroxy, Trifluormethyl, Trifluormethoxy, Cyano, 
-COOH, COOalk, -CO-NH-NR 24 R 25l -CONR 22 R 23 , -alk-fs^Ras, Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, Al- 
kylsulfanylalkyl, Alkylsulfinylalkyl, Alkylsulfonylalkyl oder Hydroxyalkyl, 

R 32 einen Rest -CfR^HR^-Het^ -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , Cycloalkyl oder Norbornyl darstellt, 
R 33 darstellt ein Wasserstoffatom oder einen Rest Hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , 
Alkoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 Oder Alkyl, gegebenenfalls substituiert mit einem Oder mehreren Halogen, 
R 34 darstellt einen Rest Hydroxyalkyl, -alk-COOalk, -alk-CONR^R^, -alk-NR 22 R 23 , Alkoxy, Ar 2 , Het 2> -CH 2 Ar 2 , 
-CH 2 Het 2 oder Alkyl, gegebenenfalls substituiert mit einem oder mehreren Halogen, 

R 35 darstellt ein Wasserstoffatom oder einen Rest Hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , 
Alkoxyalkyl, Ar 2 , Hetg, -CH 2 Ar 2 , -CH 2 Het 2 oder Alkyl, gegebenenfalls substituiert mit einem oder mehreren Halo- 
gen, 

R 36 darstellt ein Wasserstoffatom oder einen Rest Hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR^R^, 
Alkoxyalkyl oder Alkyl, gegebenenfalls substituiert mit einem oder mehreren Halogen, 

oder aber R 35 und R 36 zusammen mit dem Kohlenstoffatom, an das sie gebunden sind, einen gesattigten mono- 
oder bicyclischen Ring mit 3 bis 1 0 Ringgliedem bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das 
unter Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Al- 
kylresten substituiert ist, 

Ar 2 einen Phenyl-. Naphthyl- oder Indenylrest darstellt, wobei diese verschiedenen Reste gegebenenfalls substi- 
tuiert sind mit einem oder mehreren Halogen, Alkyl, Alkoxy, -CO-alk, Cyano, -COOH, -COOalk, -CONR 37 R 38 , 
-CO-NH-NR 39 R4o, Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, -alk-NR^R^, -NR^R^, Alkylthioalkyl, Formyl, CF 3 , 
OCF 3 , Het, -O-alk-NH-cycloalkyl, S0 2 NH 2 , Hydroxy, Hydroxyalkyl, -NHCOalk, NHCOOalk oder an 2 benachbarten 
Kohlenstoffatomen mit Dioxymethylen, 

Het 2 einen ungesattigten oder gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedem dar- 
stellt, der ein oder mehrere Heteroatome enthalt, die unter Sauerstoff, Schwefel und Stickstoff ausgewahlt sind, 
gegebenenfalls substituiert mit einem oder mehreren Alkyl, Alkoxy, Halogen, Alkoxycarbonyl, Oxo, Hydroxy, wobei 
die Stickstoffheterocyclen gegebenenfalls in ihrer N-oxidierten Form vorliegen, 

R 37 und R 38 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R 37 
und R 38 zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedem bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahlt ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R 39 und R^, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R 39 
und R 40 zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedem bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
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Sauerstoff, Schwefel uroStickstoff ausgewahlt ist, und der gegebenenfails mit^Plm Oder mehreren Alkylresten 
substituiert ist, 

alk einen Alkyl- oder Alkylenrest darstellt, 

die Alkyl- und Alkylen-reste und -teile und die Alkoxyreste und -teile geradkettig oder verzweigtkettig sind und 1 
bis 6 Kohlenstoffatome enthalten und die Cycloalkylreste 3 bis 10 Kohlenstoffatome enthalten, 
die optischen Isomere dieser Verbindungen und ihre pharmazeutisch annehmbaren Salze mit einer mineral ischen 
oder organischen Saure. 

Kombination gemaB Anspruch 2, fur die die Verbindung der Formel (I) ausgewahlt ist unter den folgenden Verbin- 



l-Benzhydryl-S^S.S-dichlorphenyOtmethylsulfonyOmethyienJazetidin, 

1-Benzhydryl-3-[(2 l 5-dichlorphenyi)(methylsulfonyl)rnethylen]azetidin, 

l-Benzhydryl-S-tta.a-dichlorphenylJImethylsulfonyOrnethylenlazetidin, 

1-Benzhydryl-3-[(3-fluorphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-bromphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydiyl-3-[(3-iodphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(methylsulfonyl)(3-trifluormethoxyphenyl)methylen]azetidin, 

1-Benzhydiyl-3-[(methylsulfonyl)(34rifi^^ 

1-Benzhydryl-3-{[3,54)is(trifluormethyl)phenyl](methylsulfonyl)m 

1-Benzhydiyl-3-[(3,5^ibromphenyl)(methylsulfonyl)methylen]a2etidin, 

l-Benzhydryl-S-itS-methoxycarbonylpheny^methylsulfonyOmethylenlazetidin, 

1-Benzhydryl-3-[(3-cyanophenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-carbamoylphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydi7l-3-[(methylsulfonyl)(naphth-1-yl)(methylsulfonyl)methylen]aze 

1-[Bis(4-chlorphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]aze 

1-[Bis(4-methoxyphenyl)methyl]-3-[(3^ 

1-[Bis(4-methylphenyl)methyl]-3-[(3 } 5-difluorphenyi)(methylsulfonyl)methyle 

(RS)-3-[(3,5-Difluorphenyl)(methylsulfonyl)methylen]-1-t(4-rnetho)cyphenyl)(ph 

(R)-3-[(3,5-Difluorphenyl)(methylsulfonyl)m^ 

(S)-34(3,5-Difluorphenyl)(methylsulfonyl)methylen]-1-[(4-methoxyphenyl)(ph 



dungen: 



1-Benzhydryl-3-[(methylsulfonyl)(phenyl)methylen]azetidin, 



1-Benzhydryl-3-[(3-methylphenyl)(methylsulfonyl)methylen]azetidin, 



1-Benzhydryl-3-[(3-chlorphenyl)(methylsulfonyl)methylen]azetidin, 
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1-[Bis(44rifluormethoxyphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)-^ 
1-[Bis(4-trifluormethylphenyl)methyl]>3-[(3 l 5-djfluorphenyl)(methylsulfonyl)m 
1-[Bis(4-chloiphenyl)methyl]-3-{[3,5-bis(trifluormethyl)phenyl]methylsulfony 
(RS)-H(4-Chlorphenyl){2,4-dichloip^ 

(R)-1-[(4-Chlorphenyl)(2,4-dichlorphenyl)methyl]-3-[(3 f 5-difluorphenyl)(methylsulfonyO^ 
(S)-1-[(4<)hlorphenyl)(2,4-dichloipheny^ 

(RS)-1-{(4-Chlorphenyl)[4-(hydroxymethyl)phenyl]methy1}-3-f(3,5-difluorphenyl)-(met^ 
azetidin, 

(R)-1-U4-Chlorphenyl)[4-(hydroxymethyl)phen^ 
azetidin, 

(S)-H(4-Chlorphenyl)[4-(hydroxymethyi)phenyl]methyl}-3-t(3,5-difluorphenyl)-^ 
azetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-difluorphe 
azetidin, 

(R)-1-{(4-Chlorphenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-difluorphen 
azetidin, 

(S)-1-{(4-Chlorphenyl)[4-(pyrrolidylmethy^^ 
azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[(3 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(3,3-dimethyl-piperM 
fonyl)methylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(3,3-dimethy!-piperidin-1 -yl-methy!)phenyl]methyI}-3-[(3,5-difluorphenyl)(methylsul- 
fonyl)methylen]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(thiomoiphoH^ 
methylen]azetidin, 

1-{(R)-(4-Chloiphenyl)[4-(thiomorpholin-4-yl-methyl)phenyl]methyl}-3-[(3 
methylen]azetidin, 

1-{(S)-(4-Chloiphenyl)[4-(thiomo 
methylenjazetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(N-ethyl-N-cyd^^ 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyi)[4-(N-e% 
sulfonyl)methylen]azetidin, 

1-{(S)-(4-Chlorphenyi)[4-(N-ethyl-N^ 
sulfonyl)methylen]azetidin, 

1-{{(RS)-(4-Chlorphenyl)<4-[(4-ethoxycarbo^ 
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thylsulfonyOmethylWIazetidin, 




1-{{(R)-(4-Chlorphenyl){4-[(4-etho^ 
thylsulfonyl)methylen]azetidin, 

1-{{(S)-(4-Chloiphenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl^^ 
thylsulfonyl)methylen]azetidin, 

14(RS)-(4-Chlorphenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3-[ 
thylsulfonyl)methylen]azetidin, 

14(R)-(4-Chlorphenyl)[4-(N-cyclopropyl-N-propyt-amtnomemyl)phenyl]methy!}-3-[(3 
sulfonyl)methylen]azetidin, 

1.{(S)-(4-Chlorphenyl)[4-(N^yclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3-[(3,5-d 
sulfonyl)methylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluor^ 
thylen]azetidin t 

1-{(R)-(4-Chlorphenyl)[4-(diisopropylaminomethyi)phenyl]methyl}-3-[(3,5-difluorphenyl)(m 
thylen]azetidin, . 

1-{(S)-(4-Chlorpheny!)[4-(diisopropylam 
thylen]azetidin, 

1-H(RS)-(4-ChlorphenylM44bis-(2-methoxye%l)aminomethyQphenyl}m 
sulfonyl)methylen]azetidin, 

14{(R)-(4-Chlorphenyl)(4-[bis-(2-metho 
sulfony1)methylen]azetidin, 

1-{{(S)-(4<;hlorphenyl){4-[bis-(2-methoxy 
sulfonyl)methylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(di-n-propylamm^ 
thylen]azetidin, 

1-{(R)-(4-ChlorphenyI)[4-{di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluorp^ 
thylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(di-n-propylam^ 
thylenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-t(3,5-d 
lenjazetidin, 

V{(R)-(4-Chlorphenyl)[4-(piperidin-1-yl-m^ 
lenjazetidin, 

1-{(S)-(4-Chloiphenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluor^ 
lenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(4-m^ 
nyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl}-3-[(3,5-difl 
nyl)methylen]azetidin, 
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1-{(S)-(4-Chloiphenyl)[4-(4-methyl-pipe^ 
nyl)methylen]azetidin, 

1-{(RS)-(4-Chioiphenyl)[4-(morpholin-4^ 
thylenjazetidin, 

1-{(R)-(4-Chlorphenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluorpheny 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluorph 
len]azetidin ( 

1-{(RS)-(4-Chlorphenyl)[4-(di 
lenjazetidin, 

1-{(R)-(4-Chlorpheny!)[4-(diethylaminomethy^ 
lenjazetidin, 

1-{(S)-(4-Chlorphenyi)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-difluoiph 
lenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(piperaz^ 
methylenjazetidin, 

1-{(R)-(4-Chlorphenyl)[4-(piperazin-2-on^ 
methylenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(piperazin-2-^ 
methylenjazetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(imidazol-1-y^ 
lenjazetidin, 

1-{(R)-(4-Chloiphenyl)[4-(imidazol-1-yl-methyl)phenyl]methyl}-3^(3,5-d 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(imidazoM 
lenjazetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(N ( N-dimethylcarbamoyl)phenyl]methyl}-3-[(3,5-difiuorphenyl)(methyisu 
thylenjazetidin, 

(R)-1-{(4-Chlorphenyl)[4-(N,N-dimethylcarbamoyl)phenyi]methyl}-3-[(3 J 5-difluorphenyl)(methy 
thylenjazetidin, 

(S)-1>{(4-Chlorphenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3 ! 5-difluoroh 
thylenjazetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(N-ethylcarbamoyi)phenyl]methyl}-3-[(3,5-difluorphenyl)-(methylsulfonyl)methy- 
lenjazetidin, 

(R)-1-{(4-Chlorphenyl)[4-(N-ethylcam^ 
azetidin, 

(S)-1-{(4-Chlorphenyl)[4-(N-ethylcaroamoy^ 
azetidin, 

(RS)-1-[(4-Carbamoylphenyl)(4K;hlorph 



45 



^ EP 1 328 269 B1 

(R)-1-[(4-Carbar^Phenyl)(4-chlorphenyl)methyl]-3-[(3,5-difluo 

(S)-1-[(4<;arbamoylphenyl)(4-chlorp^ 

1-[Bis(4-chlorphenyi)methyl]-3-[(3 } ^^ 

l-Benzhydryl-S-lfS-methylsulfanylphenyOlmethylsulfonyOmethylenlazetidin, 

1-Benzhydi7l-3-t(3-methylsulfanylmethy!)phenyl)](methylsutfonyl)methylen]azetidi 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-cyanophenyl)(methylsutfonyl)methylen]azetW 

14Bis(4-chlorphenyl)methyl]-34(3-carbamoylphenyi)(methylsulfonyl)methylen]-azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-methoxyphenyl)(methylsulfonyl)methylen 

1 -[Bis(4-chlorphenyl)methyl]-3^ 

1-[Bis(4-chlorpheny!)methyl]-3-[(methylsulfonyl)(3-pyrrolidinylphenyl)meth^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-hydroxymethylpheny!)(methylsulfonyl)methylen]^ 

1-[Bis(4-chlorphenyl)methyl]-3-{(methylsulfonyl)[3-(N-piperidylcarbamoyl)phen 

1-[Bis(4-chlorphenyl)methyl]-3-[(methylsulfonyl)(3-trifluormethylsulfanylp^ 
azetidin, 

1-[Bis(44luoiphenyl)methyl]-3-[(3 I 5-difluoiphenyl)(methylsutfonyl)methylen]azetidin, 

1-[Bis(24luorphenyl)methyl]-3-t(3,5-ditluorphenyl)(methylsulfonyl)methylen^ 

1-[Bis(34luorphenyl)methyl]-34(3,5-difluo 

(RS)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methylen]-azetidi^ 

(R)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)me 

(S)-1-[(4'Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methyle^ 

(RS)-14(4-Chlorphenyl)(thien-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsuifonyl)-m 

(R)-H(4^hlorphenyl)(thien-2-yl)m^ 

(S)-1-[(4-Chlorphenyl)(thien-2-yl)methyl]-34(3,5-difluorphenyl)(methylsulfonyl)-methy 
1-Benzhydryl-3-t(ethyisulfonyl)(phenyl)methylen]azetidin, 

1-[Bis(4-chlorphenyl)methyl]-34{3-[N-(4-methylpiperazinyl)carbamoyi]phenyl}-(me 
azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-{[3-(2 l 2-dimethylcarbohydrazido)phenyl](methylsu 
1-[Bis(thien-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetidin, 
1-[Bis(p-tolyl)methyl]-3-[(methylsulfonyl)(phenyl)methylen]azetidin, 
14(4-Chlorphenyl)(4-hydroxymethylphenyl)methyl]-3-[(3 J 5-difluorphenyl)(methylsulfo 



46 



EP 1 328 269 B1 

1-[Bis(4-chlorphenyl)methyl]-3-^ 
(RS)-1 -[(4-Chlorphenyl)(thiazo 

(R)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphehyl)(m 

(S)-1-t(4-Chloiphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyl)(methy 

1-[Bis(4-chlorphenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarbonylthien-5-yl)-m 

1-[Bis(4-chlorphenyl)methyl]-3-hydroxy-3-[(methylsulfonyl)(2-methoxycarbonylth 
din-(RS), 

1-[Bis(4-chlorphenyl)methyl]-3-[(2-isobuty^^ 
1-[Bis(4-chlorphenyl)methyl]-3-[(3-met^^ 

1-[Bis(4-chloiphenyl)methyl]-3-[(methylsulfonyl)(pyridin-4-yl)methyl-(RS)]azetidin-3-ol, 
1-[Bis(4-chlorphenyl)methy!]-3-[(m^ 

3-({1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yliden}-methansulfonyi>methyi)N-(3-morp 
zamid, 

3-({1-[Bis-(4-chlomhenyl)methyl]azetidi^ 
zamid, 

3-({1 -[Bis-(4-chlorohenyJ)methy^ 
mid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-(2-dimethylamino-1 -methyl- 
ethyl)benzamid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin"3-yliden}-methansulfonyl-methyl)Npiperidin-1 -yl-benzamid, 

3-({1-[Bis-(4-chlomhenyl)methyI]azetidin-3-yliden}-methansulfonyl-methyl)N-isobutylbenzamid, 

3-({1-[Bis-(4<;hlorphenyl)methyl]aze^ 
mid, 

3-({1-[Bis-(4-chlorohenyl)methyl]az 
mid, 

3-({1-[Bts-(4^chlorohenyl)methyI]azetidin-3-yliden}-methansulfonyl-methyi)benzoesaure-N'-methyl-^ 

3-({1-[Bis-(4-chloiphenyl)methyl)azetidm^ 
mid, 

3-({1-[Bis-(4-chlorohenyl)methyl]azetidi^ 
benzamid, 

3-({1-[Bis-(4-chlorohenyl)methyl]azetidi^ 
3-({1-[Bis-(4<:hlorohenyl)methyl]azetidin-3^ 

3-({1-[Bis-(4-chlorohenyl)methyl]azetidin-3-yliden}-methansulfonyl-methy!)N-cyclopropy 
3-({1-[Bis-(4-chloiphenyl)methy!]aze^ 
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3-({1-[Bis-(4-chlc^|^Ryl)methyl]azetidin-3-yliden}-m 

3-({1-[Bis-(4-chlorohenyl)methy!]aze^ 
benzamid, 

3-({1 -[Bis-(4-chloiphenyl)met^ 

3- ({1-[Bis-(4-chlorohenyl)methyl]azetid^ 

4>{[3-({1-tBis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)-benzoyla 
hexancarbonsaure-methylester, 

2-Amino-1-{4-t3-(^1-|bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfon 

1- yl}-ethanon, 

(2-{4-[3-({HBis-(4-chloiphenyl)metty^ 

2- oxo-ethy l)cartoam insau re-tert . -butylester, 

1- {4-[3-({1-{Bis-(4K;hlorphenyl)m^ 

2- methylamino-ethanon, 

(2-{4-[3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-me 

2- oxo-ethyl)N-methylcarbaminsaure-tert.-butylester, 

443-({1-[Bis-(4-chlorphenyl)methyl]^ 
saure-N-methylamid, 

4- [3-({1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yliden}-methansulfonyl-me 
saure-N-methylamid, 

4_[3.({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)pheny(]-piperazi 
saure-methylester, 

1-[3-({1-[Bis-(4-chlorphenyl)m^ 

1-[3-({1-[Bis-(4-chlorohenyl)methyl]azetid^ 

4-Acetyl-H3-({1-[bis-(4-chlorohenyl)m^ 

1-{4-[3-({1-[Bis-(4-chlorohenyl)methyl]azetidm^ 
methylamino-ethanon, 

1-[3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)phenyl]-pip 

4-[3-({1-[Bis-(4-chlorphenyl)methyl]azetidi^ 
saure-tert.-butytester, 

1-[Bis(4-methoxycarbonylphehyl)methyl]^ 

3- Acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyi)methyl-(RS 
din, 

(RS)-4-[4-((4-Chlorphenyt){3-[(3,5-dm^ 
pholin, 

4- (4-{3-[(1-Benzhydryl-azetidin-3-yliden)methansulfonyl-methyl]phenoxy}butyl)-morpholin } 
4-(4-{3-[(1-Benzhydryl-azetidin-3-yIiden)methansulfonyl-methyl]phenoxy}-propyl)-m 
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N-{1-tBis(4-chlorphenyl)methyl]a2etjdjn-3-yl}-thien-2-yi-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-4-methoxyphenylsulfonamid, 

N-[4-(N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}sulfamoyl)phenyl]acetamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-4-methylphenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-3 l 4-dimethoxyphenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)rnethyl]azetidin-3-yl}-3-fluorphenylsulfonamid l 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-3,4-dichlorphenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3-cyanophenylsulfonamid, 

N-{1-tBis(4-chlorphenyl)methyl]azetidin-3-yl}-2 t 5-dimethoxyphenylsulfpnamid, 

N-{1-fBis(4-chlorphenyI)methyl]azetidin-3-yl}-3-trifluormethylphenylsulfonamid, 

N-{1 -[Bis(4-chlorphenyl)methyl]a2etidin-3-yi}-naphth-2-yl-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-naphth-1-yl-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,4-difluorphenylsulfonamid, 

N-{1 -[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-1 -methyl- 1 -H-imidazol-4-yl-sulfonamid, 

N-[4-(N-{1-[Bis(4K;hlo!phenyl)methy!]azetidin-3-yl}sulfamoyl)-2-chlorphenyl]acetamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamid l 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-4-f)uorphenylsulfonamid, 

N-{1-[Bjs(4-chlorphenyl)methyl]azetidin-3-yl}chinol-8-ylsulfonamid, 

N-{1-[Bis(4-chlorpheny!)methyl]azetidin-3-yI}phenylsulfonamid t 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yi}-(phenylmethyl)sutfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3 l 5-difluorphenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfonamid J 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-(3-fluor-5-pyrrolidin-1-yl-ph 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-4-fluorphenylsutfonamid > 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-chinol-8-ylsulfonamid J 

N-{1-[Bjs(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-phenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-(phenylmethyl)sulfonamid, 

N-{1-[Bis{4-chlorphenyl)methyl]azetidin-3-yl}-3-sulfamoylphenylsulfonamid,' 

2-Benzensulfonyl-N-{1-[bis-(4-chlorphenyl)-methyO-azetidin-3-yl}-acetamid > 
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N^1-[Bis-(4-chlo^(nyI)-methyl]-a2ettdin-3-yl}-2-(t 

(3-Chlor-4-methylsulfony!-thiophen-2-carboxy)41-[bis-(4^hlorphenyl)-methy 

N-{1-[Bis-(4-chlorphenyl)-methyi]-azetidin-3-yl}-3-(2-phenyl-ethylensulfonyl)-pro 

N-il-fBis^^hlorphenyO-methylJ-azetidin-S-ylHHTiethylsulfonyl-benzamid, 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidjn-3-yl}-4H7iethansulfonyl-benzamid, 

(5-Methylsulfony1-thiophen-2H^i^ 

(5-Methylsulfonyl-3^ethyl-4-\rinyl-to^^ 

(RS)-N^-[(4-Chlor-phenyl)-pyridin-3-yl-^^ 

(RS)-N-{H(4-Chlor-phenyl)-pyrimidi 

N-{1-[BisK4^hlorphenyl)methyl]-az^ 

N-{1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yl}-N-(6-ethylpyrid-2-yl)-methylsulfonam 

N-{1-[Bis-(4^h!orphenyl)methyl]azetidin-3-yl}-N-chinol-6-yl-methyl-sulfonamjd, 

N-{14Bis-(4-chlorpheny])methyl]azetidin-3-yl}-N-chinol-5-yl-methyl-su!fonamid, 

N-{1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yl}-N-isochinol-5-yl-methyl-sulfonamid, 

N-{1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-methyl-sulfonamid, 

N-{1-[Bis-(4^hlorphenyl)methyl]azetidin-3-yl}-N-(1-oxid-pyrid-3-yl)-methylsulfonami 

N-(1R,2S,4S)-Bicyclo[2.2.1]hept-2-yl-N-{1^ 

N-(1R l 2R l 4S)-Bicyclo[2.2.1]hept-2-yl-N-{1^bjs-(4-chlorphenyl)methyl]azetidin-3-yl}m 
N-{1-[Bis-(4<hlorphenyl)methyO 

N-{1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)-methylsul1onamid ) 

N-{1-[Bis-(4-chlorphenyl)-methyi]-azetidin-3-yl}-N-(3-methoxyphenyl)-methylsulfonam 

N-{HBis-(4-chloiphenyl)-methyl]-azetM 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-N-(3-hydroxymethyl-phenyl)-me%^ 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-N-(methylsulfonyl)-3-aminoben 

N-{1-[Bis-(4^hlorphenyl)methyl]azetidin-3^ 

N-Benzyl-N-{1-[bis(4-chlorphenyl)methyl]azetidtn-3-yl}-amin > 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-(3,5-difluorbenzyl)amin p 

N-{14Bis(4-chlorphenyl)methyi]azetidin-3-yl}-N-(3,5-difluorbenzyl)methylsulfonamid l 

N-{1^Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-(pyrid-3-yl-methyl)-methylsulfonami 
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N-{1-[Bis-(4-fluor-phenyl)-methy1]-azetidin-3^^ 

(RS)-N-{1-[(4-Chloiphenyl)-pyrid-3-yl-^^ 

(R)-N-{1-[(4-Ch!orphenyl)-pyrid-3-yl-me% 

(S)-N-{1-[(4-Chlorphenyl)-pyrid-3-yl-meth^ 

(RS)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl^^ 

(R)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl^ 

(S)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyfl^ 

(RS)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl-m 

(R)-N-{1-[(4-Chlorpheny!)-pyrimidin-5^ 

(S)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3,5-difluorphen 
N-{1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-(3,5-difluorphenyl)-benzylsulfonamid, 
-ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Saizen. 

Kombination gemaB Anspruch 2, fiir die die Verbindung der Formel (I) ausgewahlt ist unter den folgenden Verbin- 
dungen: 

1-[Bis(4-chlorphenyl)methyi]-3-[(3,5-difluorphenyl)(methylsulfonyl)meth 

3-Acetoxy-1-[bis-(4K;hlorphenyt)methy^ 
thyl-(RS)]azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[{3,5-difluoroh 
ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Saizen. 

Kombination gemaB Anspruch 1 , worin der CB1 -Antagonist SR1 41 71 6, seine Hydrate und seine pharmazeutisch 
annehmbaren Salze oder LY320135 und seine pharmazeutisch annehmbaren Salze ist. 

Pharmazeutische Zusammensetzung, enthaltend einen CB1 -Antagonisten und Sibutramin, sein Hydrat oder eines 
seiner pharmazeutisch annehmbaren Salze in reinem Zustand oder mit einem oder mehreren Verdunnungsmitteln 
und/oder Hilfsstoffen, die kompatibel und pharmakologisch annehmbar sind, und/oder gegebenenfalls in Kombi- 
nation mit einem weiteren, pharmazeutisch kompatiblen und physioiogisch wirksamen Produkt. 

Pharmazeutische Zusammensetzung gemaB Anspruch 6 } fur die der CB1 -Antagonist die Formel I, so wie in An- 
spruch 2 definiert, hat. 

Pharmazeutische Zusammensetzung gemaB Anspruch 7, fiir die die Verbindung der Formel (I) ausgewahlt ist 
unter den folgenden Verbindungen: 

1-Benzhydryl-3-[(methylsulfonyl)(phenyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-methylphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-chlorphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3,5-dichlorphenyl)(methylsulfonyl)methylen]azetidin, 
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1-Benzhydryl-3-[(^5ichlorphenyl)(methylsulfonyl)methylen]azetidin, 
1-Benzhydryl-3>[(2,3-dichlorphenyl)(methylsulfonyl)methylen]azetidin, 
l-Benzhydryl-S-KS-fluorphenyOJmethylsulfonyOmethylenlazetidin, 
1-Benzhydryl-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetidin, 
l-Benzhydryl-S-KS-bromphenylKmethylsutfonyOmethylenlazetidin, 
l-Benzhydryl-S-US-iodpheny^methylsulfonyOmethylenlazetidin, 
1-Benzhydryl-3-[(methylsulfonyl)(3-trffl^ 

1-Benzhydry!-3-[(methylsulfonyl)(34rifluormethylphenyl)methylen]azetidin, 

1-Benzhydryl-3-{[3,5-bis(trifluormethyI)phenyl](methylsulfonyl)methylen}a 

1-Benzhydryl-3-[(3,5-dibromphenyl)(methylsulfonyl)methyleri]azetidin t 

1-Benzhydryl-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methylen]azetidin l 

1-Benzhydryl-3-[(3-cyanophenyl)(methy!sulfonyl)methylen]azetidin J 

1-Benzhydryl-3-[(3-carbamoylphenyl)(methylsultonyl)methyien]azetidin, 

1-Benzhydi7l-3-[(methylsulfonyl)(naphth-1-yl)(methylsulfonyl)methy!en]azetidin, 

1-[Bis(4-chloiphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfon 

1-[Bis(4-methoxyphenyl)methyl]^ 

1-[Bis(4-methylphenyl)methyl]^ 

(RS)-3-[(3,5-Difluorphenyl)(methyls^ 

(R)-3-[(3,5-Difluorphenyl)(methy^ 

(S)-3-[(3,5-Difluorphenyl)(methylsutfonyl)methylen]-1-[(4-methoxypheny0 
1-[Bis(4-trifiuormethoxyphenyO 

1-tBis(4-trifluormethylphenyl)methyl]-3-[(3 l 5-difluoiphenyl)(methyl^ 
1-[Bis(4-chlorphenyl)methyl]-34[3,5-bis(trifluormethyl)phenyl]methylsulfonylmet^ 

(RS)-1-[(4-Chlorphenyl)(2,4-dichlor^ 

(R)-1-[(4-Chlorphenyl)(2 J 4-dichlorphenyl)methyl]-3-[(3 f 5-difluorphenyl)(methyls 
(S)-1-[(4^hlorphenyl)(2,4-dichlo^^ 

(RS)-H(4-Chlorphenyl)[4-(hydroxy^ 
azetidin, 

(R)-1-{(4-Chlorphenyl)[4-(hydroxymethy^ 
azetidin, 
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(S)-1-{(4-Chlorphenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3 s 5-difluorphenyl)-(m 
azetidin, 

(RS)-1-{(4-Chloiphenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(meth 
azetidin, 

(R)-1-{(4-Chlorohenyl)[4-(pyrrolidylme^ 
azetidin, 

(S)-1-{(4-Chlorphenyl)[4-(pyrrolidylmethyl)pheny!]methyl}-3-[(3,5-difluorphenyl)-(m 
azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-34 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorohenyl)[4-(3,3-dimethyl-piperidin^ 
fonyl)methylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(3 l 3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[ 
.fonyl)methylen]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(thiomorpholin-4-yl-methyl)phenyl]methyl}^^ 
rnethylen]azetidin, 

1-{(R)-(4-Chlorohenyl)[4-(thiomorphol^^ 
methyl en]azetidin, 

H(S)-(4-Chlorphenyl)[4-(thiomo 
methyl en]azeti din, 

1-{(RS)-(4-Chlorphenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl) (methyl- 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3-[(3,5-difluoroh 
sulfonyl)methylen]azetidin, 

1-{(S)-(4-Chlorohenyl)[4-(N-ethyl-N-cycloh 
sulfonyl)methylen]azetidin, 

1-{{(RS)-(4-Chlorphenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl]]-3-[(3,5-difluorphenyl) 
thylsulfonyl)methylen]azetidin ( 

1-{{(R)-(4-Chlorphenyl){4-[(4-em^ 
thylsulfonyl)methylen]azetidin t 

1-{{(S)-(4-Chlorphenyl){4-[(4-ethoxycaifcony^ 
thylsulfonyl)methylen]azetidin, 

1-{{RS)-(4-Chlorphenyl)i4-(N-cyclopropyl-N-propyl-aminomethyl)phenyi]methyl}-3-[(3,5-difluonphenyl)(me- 
thylsulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(N-cyclopropyl-N-propyl-aminomethy!)phenyljmethyl)-3-[(3,5-difluorphenyl^ 
sulfonyl)methylen]azetidin, 

14(S)-(4-Chlorohenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3-[(3,5-difluoro 
sulfonyl)methylen]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(methylsuifonyl)me 
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1-{(R)-(4-Ch!orphenyl)[4-(diisopropylamino 
thylenjazetidin, 

1-{(S)-(4-Chloiphenyl)[4-(diisopropylaminom 
thylen]azetidin, 

1-{{(RS)-(4-Chlorphenyl}{4-[bis-(2-methoxyethyl)aminomethyl]phenyl}methy^ 
sulfonyl)methylen]azetidin, 

1-{{(R)-(4-Chlorphenyl){4-[bis-(2-methoxy^ 
sulfonyl)methylen]azetidin, 

1-{{(S)-(4-Chlorphenyl){4-[bis-(2-methox^^ 
sulfonyl)methylen]azetidin, 

1-{(RS)-{4-Ch!orphenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difiuorph 
thylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(^ 
thylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl) 
thylen]azetidin, 

1-{(RS)-{4-Chlorphenyl)[4-(piperidin-1^ 
!en]azetidin, 

1-{(R)-(4-Chlofphenyl)[4-(piperidin-1-yl-me 
len]azetidin, 

1 -{(S)-(4-Chlorphenyl)[4-(piperidin-1 -yl-methyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(methylsulfonyl)methy- 
len]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl}-3-[(3,^ 
nyl)methylen]azetidin , 

1-{(R)-(4-Chlorphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl}-3-[(3,5-d 
nyl)methylen]azetidin, 

1-{(S)-(4-Chl6rphenyl)[4-(4-methyI-piperazin-^^ 
nyl)methylen]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(morpholi^ 
thylen]azetidin, 

1-{(R)-(4-ChloiphenyI)[4-(morpholin-4-yl-methyl)phenyl]methyO-3-[(3,5-diflu 
len]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3 1 5-difluorphe 
lenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(diethylaminom 
lenjazetidin, 

1-{(R)-(4-Chlorphenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(m 
lenjazetidin, 



54 



• EP ™ B1 • 

1-{(S)-(4-Chloiphenyl)[4-(diethylaminomethy^ 
len]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(pipera2in-2-on-4-yl-methyl)phenyl]methy 
methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(piperazin-2-on-4-yl-^^ 
methylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(piperazin-2-on-4-y^^ 
methylen]azetidin t 

1-{(RS)-(4-Chloiphenyl)[4-(imidazol-1-yl-m^ 
lenjazetidin, 

1-{(R)-(4-Chloipheny!)[4-(imidazol-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-^ 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(imidazol-1-yl-me^ 
lenjazetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(N,N-dimethylcan^ 
thylenjazetidin, 

(R)-1-{(4-Chloiphenyl)[4-(N,N-dimeth^^ 
thylenjazetidin, 

(S)-1-{(4-Chlorphenyl)[4-(N J N-dimethylcarbamoyl)phenyl]methyl}-3-K 
thylenjazetidin, 

(RS)-14(4-Chlonphenyl)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(methylsulfonyl)m 
lenjazetidin, 

(R)-1-{(4-Chlorphenyl)[4-(N-ethylcarb^^ 
azetidin, 

(S)-1-{(4-Chlorphenyl)[4-(N-ethylcarbamoy^ 
azetidin, 

(RS)-1-[(4-Carbamoylphenyl)(4<;hlorphenyl)methy^ 
(R)-1-[(4-Carbamoylphenyl)(4-chlorphenyl)^ 

(S)-1-[(4-Carbamoylphenyl)(4-chlorphenyl)methyl]-3-[(3,5-difluorphenyl)(methy!sulfonyl)methyl^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(3,5-dichiorphenyl)(methyisulfonyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-methylsulfanylpheny!)(methylsulfonyl)methylen]azetidin, 

t-Benzhydf7l-3-[(3-methylsulfanylmethyl)phenyl)](methylsulfonyl)methylen]azetidin, 

1-[Bis(4"Chlorphenyl)methyi]-3-[(3-cyanopheny])(methylsulfonyl)methyien]azetidin, 

1-[Bis(4-chlorpheny!)methyl]-3-[(3-carbamoylphenyl)(methyisulfonyl)methylen]-azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-methoxyphenyl)(methylsulfonyl)methylen]azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-hydroxyphenyl)(methylsulfonyl)methylen]azetidin : 
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ethyl]-3-[(methylsulfony!)(3-pyrrolidinylphenyl)methipi^azetidin t 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsulfonyl)m 

14Bis(4-chloiphenyl)methyl]-3-{(methylsulfonyl)[3-(N-piperidylcarbamoyl)phenyl]-m 

1-[Bis(4-chlorphenyl)methyl]^ 
azetidin, 

1-[Bis(4-fluorphenyl)methyl]-3-[(3 s 5-difluorphenyl)(methylsuffonyl)methylen]azeti 

1-[Bis(2-fluoiphenyl)methyl]-3-[(3,5-difluorphenyl)(methy!sulfonyl)methylen]az 

1-[Bis(3-fluorphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetidin^ 

(RS)"1-[(4-Chlorphenyl)(thiazol-2-yl)methyO-3-[(methylsulfonyl)(phenyl)methylen]-azet'd 

(R)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyQ-3-[(methylsulfonyl)(phenyl)m 

(S)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsultonyl)(phenyl)methylen 

(RS)-1-[(4-Chloipheny!)(thien-2-yl)m^ 

(R)-1-[(4-Chlorphenyl)(thien-2-yl)m^ 

(S)-1-[(4-Chlorphenyl)(thien-2-yl)me^ 

1-Benzhydryl-3-[(ethy!sulfonyl)(phenyl)methylen]azetidin ! 

1-[Bis(4-chlorphenyl)methyl]-34{3-[N-(4-methylpiperazinyl)carbamoyl]phenyl}-(meth 
azetidin, 

1-[Bis(4-chlorpheny!)methyl]-3-{[3-(2,2-dimethylcarbohydrazido)phenyl](methylsulfo 

1-[Bis(thien-2-yl)methyl]-3-[(3,5-difluorphenyl)(methy!sulfonyl)methylen]az 

1-[Bis(p-tolyl)methyl]-3-[(methylsulfonyl)(phenyl)methylen]azetidin J 

14(4-Chlorphenyl)(4-hydroxymethylphenyl)methyl]-34(3,5-difluorphenyl)(methylsu^ 

1>[Bis(4-chlorphenyl)methyl]-3-[(3-methylaminophenyl)(methylsuftony!)m 

(RS)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)-^ 

(R)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)-m 

(S)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsultonyl)-m 

1-[Bis(4-chlorphenyl)methyl]-3-[(met^ 

1-[Bis(4-chlorphenyl)methyl]-3-hydroxy 
din-(RS), 

1-[Bis(4-ch1oiphenyl)methyl]-3-[(2-fc^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methyl-(RS 
1-[Bis(4-chlorphenyl)methyl]-3-[(methylsulfonyl)(pyridin-4-yl)methyl-(RS)]azetidin-^ 
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1- [Bis(4-chlorpheny!)methyl]-3-[(m 

3-({1-[Bis-(4^hloiphenyl)methyH 
zamid, 

3-({1-[Bis-(4^hloiphenyl)methyl]azetidin-3-yliden}-methansulfonyl.-methyl)N-(3 
zamid, 

3-({1-[Bis-(4-chloiphenyl)methyl]azeM 
mid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azeM 
ethyl)benzamid, 

3-({1-[Bis-(4^hlorphenyl)methyl]azeM 

3-({1-[Bis-(4^hlorphenyl)methyl]azeM 

3-({1-[Bis-(4-chlorphenyl)methyl]az^^ 
mid, 

3-({1-[Bis>(4-chlorohenyl)methyl]azetidin-3-yliden}-methansu!fony!-methyi)N-(2>dimethylami 
mid, 

3-({1 -[Bis-(4-chloiphenyl)met^ 

3-({1-[Bis-(4-chloiphenyl)methyl]az 
mid, 

3-({1-[Bis-(4-chlorphenyl)methyl]az^ 
benzamid, 

3-({1-[Bis-(4-chlorphenyl)methyl]az^^ 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-cycloh 

3-({HBis-(4K;hlorphenyl)methyl]azetidin-3^ 

3-({1-[Bis-(4<:hlorphenyl)methyl]azetid^ 

3-({1-[Bis-(4-chloiphenyl)methyl]az 

3-({1-[Bis-(4HDhlorphenyl)methyl]azetW 
benzamid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-(2,2-dipn 

3- ({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-(2-ethylbutyl)benzam 

4- {[3-({1-[Bis-(4-chlorohenyl)me^^ 
hexancarbonsaure-methylester, 

2- Amino-1H4-[3-({1-[bis-(4-chloiphenyl)methyl]azetidin-3-yliden}-methansulfonylmethyl)ph 

1- yl}-ethanon, 

(2-{4-f3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyO 

2- oxo-ethyl)carbaminsaure-tert.-butylester, 
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1- {4-[3-({1-[Bis-(4Worphenyl)methyl]azetidin-3-y!iden}-methansulton 

2- methylamino-ethanon, 

(2-{4-[3-({1-[Bis-(4-chlorphenyl)methy^^ 

2- oxo-ethyl)N-methylcarbaminsaure-tert.-butylester l 

4-[3-({1-[Bis-(4-chlorphenyl)methyllazetidin-3-yliden}-methansulfonyl-methyl)ph 
saure-N-methylamid, 

4-[3-({1-[Bis-(4-chlorpheny1)methyl]^ 
saure-N-methylamid, 

4-[3-({1-[Bis-(4-chlorphenyl)methy^ 
saure-methylester, 

1-[3-({1 -[Bis-(4-chlorphenyl)m^ 

1-[3-({1-[Bis-(4-ch1orphenyl)methyl]azeti^^ 

4-Acetyl-1-[3-({1-[bis-(4-chlorphenyl)m^ 

1-{4-[3-({1-[Bis-(4n:hlorphenyl)methyl]azetidin-3-yliden}-methansu 
methy lamin o-eth anon , 

1-[3-({1-[Bis-(4-chlorphenyl)methyt]azetid^ 

4-[3-({1-[Bis-(4-chlorphenyl)m^ 
saure-tert.-butylester, 

1 : [Bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-dIfluoiphenyl)(m 

3- Acetoxy-1-[bis(4-methoxycarbonyiphenyl)m^ 
din, 

(RS)-4-[4-((4-Chlorphenyl){3-[(3,5-difluorphenyl)methansulfonyl-methylen]azetidin-1-yl}-metn 
pholin, 

4- (4-{3-[(1-Benzhydi7l-azetidin-3-yliden)methansu!fonyl-methyl]phenoxy}butyl)-morphoiin l 
4-(4-{3-[(1-Benzhydryl-azetidin-3-yriden)methansulfonyl-methyl]phenoxy}-propyl)-morpholin r 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-thien-2-y!-sulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-4-methoxyphenylsulfonamid, 
N-[4-(N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-y[}sulfamoyl)phenyl]acetamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-4-methylphenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenylsu!fonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3-fluorphenylsulfonamid ! 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,4-dichlorphenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3-cyanophenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphenylsulfonamid, 
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N-{1-[Bis(4-chlorphenyl)methyl]a^^ 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin>3-yl}-naphth-2-yl-sulfonamid f 

N-{1 -[Bis(4-chlorphenyl)methyl]azetldin-3-y!}-naphth-1 -yl-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,4-difluorphenylsulfonamjd, 

N-{1 -[Bis(4-chlorphenyl)methyl]azetidin-3-y!}-1 -methyl-1 -H-imidazol-4-yl-sulfonamid, 

N-[4-(N41-[Bis(4^hloiphenyl)me^ 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-4-fluorphenylsulfonamid, 

N-{1-tBis(4-chlorphenyl)methy!]azetidin-3-yl}chinol-B-ylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}phenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-(phenylmethyi)sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,5-difluorphenylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}pyrid-2-ylsulfonamid, 

N-{1 -[Bis(4-chlorphenyl)methyn 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-4-fluoiphenylsuffonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-N-methyl-chinol-8-ylsulfonamid j 

N-{1-tBis(4-chloiphenyl)methyl]a2etidin-3-yl}-N-methyl-phenylsutfonamid, 

N-{1-[Bis{4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-(phenylmethyl)sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3-sulfanrioylphenylsulfonamtd ( 

2-Benzensulfonyl-N41-[bis-(4-chlorphenyl)-methyl]-azetidin-3-y!}-acetamid I 

N-jl-tBis^-chlorphenyO-methylJ-azetidin-S-ylJ^toluen^-sutfonyl^acetamid, 

(3-Chlor-4-methylsulfonyl-thlophen-2-caiboxy)-{1-[bls-(4^hlorphenyi)-met 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-y^3-(2-phenyl-ethylensulfonyl)-propio 

N-{1-[Bis-(4-chloiphenyl)-methyl]-azetidin"3-yl}-4-methylsulfonyl-benzamid, 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-4-methansulfonyl-benzamid, 

(5-Methylsulfonyl-thiophen-2^arboxy)-{1-[bis-(4-chlorphenyl)-methyl]-a 

(5-Methylsulfony!-3-methyM-vinyl^ 

(RS)-N-{1-[(4-Chlor-phenyl)-pyridin-3-yl-methyl]-azetidin-3-yl}-3,5-difluor^ 
(RS)-N-{H(4-Chlor-phenyl)-pyrim 
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N-{1-[Bis-(4-chlo^Ryl)methyl]-azetidin-3-yl}-N-(6-chlorpynd-2-yl)-^ 
N-{14BisK4-chlorphenyl)methyl]azetidin-3-yl}-N-(6-ethylpyrid-2-yl)-methylsulfona^ 
N41-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-chinol-6-yl"methyl-sulfonamid, 
N-{i-[Bis-(4<hlorphenyl)methyl]az 

N414Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-isochinoh5-yl-methyl-sulfonam 

N-fl-tBis^-chloiphenyOmethyllazetidin-S-ylJ-N-pyrid-S-yl-methyl-sulfonamid, 

N-{1-[Bis-(4-ch!orphenyl)methyl]azetidin-3-yl}-N-(1-oxid-pyrid-3-yl)-methylsulfonamid 

N-(1R,2S,4S)-Bicyclo[2.2.1]hept-2-yl-N-{1^ 

N-(1R,2R,4S)-Bicyclo[2.2.1]hept-2-yl-N41-p^^ 

NM1-[Bis-(4-chlorphenyl)methyl]azetjdin-3-yl}-N-(3,5-difluorpheny!)-methyls 

N41-[Bis-(4-chlorpheny))methyl]azetidin-3-yl}-N-(thiazo!-2-yl)-methylsulfonamid, 

N-{1-[BK-(4-chlorphenyi)-methyl]-azetidin-3-y!}-N-(3-methoxyphenyl)-methylsu^ 

N41-[Bis-(4-chlorphenyl)-methyi]-azetidin-3-yl]-N-(3-hydroxyphenyi)-methylsulfonamid^ 

N-{1 -[Bis-(4-chloiphenyl)-m^ 

N_{1-[Bis-(4-chlorphenyl)-methyl]-azet^^ 

N-{1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-(1-isobutyl-piperid-4-yl)-methylsulfonam 

N-Benzyl-N-{1-[bis(4-chlorphenyl)methyl]azetidin-3-yl}-amin, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3>yl}-N-(3 I 5-difluorbenzyl)amin, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yi}-N-(3,5-difluorbenzy!)methylsulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]az^^ 

N-{1-[Bis-(4-fluor-phenyl)-methyl]-azetidin-3-yI}-N-(3,5-dif!uorphenyl)methylsulfonamid I 
(RS)-N-{H(4-Chlorphenyl)-pyrid-3-yl^ 
(R)-N4H(4-Chlorphenyl)-pyrid-3-yl-methyl^^ 
(S)-N41-[(4-Chloiphenyl)-pyrid-3^^ 

(RS)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-djfluorphenyl)-meth^ 
(R)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl]-azetldin-3-yl}-N-(3,5-difluorphenyl)-^ 
(S)-N^1-[(4-Chlorphenyl)-pyrid-4-yl-methyl]-azetidin-3-yl)-N-(3,5-difluorpheny!)-me 
(RS)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3 ! 5-difluorphen 
(R)-N-{1 -[(4-Chlorphenyl)-pyrim 
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(S)-N^4(4-Chloiphenyl)-pyrimidin-5-^ 

N-{1 -[Bis-(4-chlorphenyl)methyO 

ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Salzen. 

9. Pharmazeutische Zusammensetzung gemaB Anspruch 7, fur die die Verbindung der Formel (I) ausgewahlt ist 
unter den folgenden Verbindungen: 

1-[Bis(4-chlorphenyi)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)m 

3-Acetoxy-1-[bis-(4^hlorpheny!)methyl]-3-[(3,^^^ 



10. Pharmazeutische Zusammensetzung gemaB Anspruch 6, worin der CB1 -Antagonist SR141716, seine Hydrate 
und seine pharmazeutisch annehmbaren Salze Oder LY3201 35 und seine pharmazeutisch annehmbaren Salze ist. 

1 1 . Pharmazeutische Zusammensetzung gemaB einem der Anspruche 6 bis 1 0 fur eine gleichzeitige, getrennte oder 
zeitlich gestaffelte Anwendung. 

12. Pharmazeutische Zusammensetzung gemaB einem der Anspruche 6 bis 11 , die 0,5 bis 1 0 mg Sibutramin und 0,1 
bis 200 mg des CB1 -Antagonisten enthalt. 



Claims 

1. Combination ofaCBI receptor antagonist and of sibutramine, its hydrate or one of its pharmaceutical ly acceptable 
salts. 

2. Combination according to Claim 1 , for which the CB1 receptor antagonist is a compound of formula: 



thyl-(RS)]azetidin, 



1-[Bis(4-chlorphenyl)methyl]-3-[(3,5-difluomhenyl)(methylsulfonyt)methyjen]azetidin, 



ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Salzen. 




N 



(0 



R 



in which 

either R represents a chain (A) or (B) and 





or 



c 



CK 




(A) 



(B) 
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R 1 represents a metr^B^ethyl radical, 

R 2 represents either an aromatic chosen from phenyl, naphthyl or indenyl, these aromatics being unsubstituted 
or substituted by one or more halogen, alkyl, alkoxy, -CO-alk, hydroxyl, -COOR 5 , formyl, trifluoromethyl, trifluor- 
omethylsulphanyl, tritluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, -CONHR 9 , 
-CO-NR 16 R 17 , alkylsulphanyl, hydroxyalkyl, -0-alk-NR 12 R 13 or alkylthioalkyl, or a heteroaromatic chosen from the 
benzofuryl, benzothiazolyl, benzothienyl, benzoxazolyl, chromanyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzoth- 
ienyl, indolinyl, indolyl, isochromanyl, isoquinolyl, pyridyl, quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, 1 ,2,3,4-tetrahyd- 
roquinolyl, thiazolyl or thienyl rings, it being possible for these heteroaromatics to be unsubstituted or substituted 
by a halogen, alkyl, alkoxy, -COOR 5 , trifluoromethyl, trifluoromethylsulphanyl, trifluoromethoxy, nitro, -NR 6 R 7 , 
-CO-NH-NRgF^, cyano, -CONHR 9 , alkylsulphanyl, hydroxyalkyl or alkylthioalkyl, 

R 3 and R 4 , which are identical or different, represent either an aromatic chosen from phenyl, naphthyl or indenyl, 
these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trifluor- 
omethyl, trifluoromethoxy, -CO-alk, cyano, -COOR 5 , -CONR 10 R 11( -CO-NH-NR 6 R 7 , alkylsulphanyl, hydroxyalkyl, 
-alk-NR 6 R 7 or alkylthioalkyl, or a heteroaromatic chosen from the benzofuryl, benzothiazolyl, benzothienyl, ben- 
zoxazolyl, chromanyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzothienyl, furyl, isochromanyl, isoquinolyl, pyrrolyl, 
quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl or thienyl rings, it being possible for these heteroaromatics to be 
unsubstituted orsubstituted by a halogen, alkyl, alkoxy, hydroxyl , trifluoromethyl, trifluoromethoxy, cyano, -COOR 5 , 
-CO-NH-NR 6 R 7 , -CONR^R^, -alk-NR 6 R 7 , alkylsulphanyl, hydroxyalkyl or alkylthioalkyl, 
R 5 is an alkyl radical or a phenyl radical optionally substituted by one or more halogen atoms, 
R 6 and R 7 , which are identical or different, represent a hydrogen atom or an alkyl, -COOalk, cycloalkyl, alkylcy- 
cloalkyl, -alk-O-alk or hydroxyalkyl radical or else R 6 and R 7 form, together with the nitrogen atom to which they 
are attached, a saturated or unsaturated and mono- or bicyclic heterocycle having 3 to 1 0 ring members optionally 
comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyl, -alk-O-alk or 
-CO-NH 2 radicals, 
R 8 represents an alkyl radical, 

R 9 represents a hydrogen atom or a radical of the type alkyl or alkyl substituted by dialkylamino, phenyl, cycloalkyl 
(optionally substituted by -COOalk) or a saturated or unsaturated and mono- or bicyclic heterocycle having 3 to 
10 ring members optionally comprising one or more heteroatoms chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl radicals, 

R 10 and R in> which are identical or different, represent a hydrogen atom or an alkyl radical or else R 10 and R n 
form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by an alkyl radical, 

R 12 and R 13 , which are identical or different, represent a hydrogen atom or an alkyl or cycloalkyl radical or else 
R 12 and R 13 form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic het- 
erocycle having 3 to 1 0 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 
nitrogen and optionally being substituted by an alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk or -CO-alk-NR 14 R 1 5 
radical or a saturated mono- or bicyclic heterocycle having 3 to 10 ring members and comprising a heteroatom 
chosen from oxygen, sulphur and nitrogen, 

R 14 and R 15 , which are identical or different, represent a hydrogen atom or an alkyl or -COOalk radical, 
R 16 and R 17 form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic het- 
erocycle having 3 to 1 0 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 
nitrogen, 

R' represents a hydrogen atom or a -CO-alk radical, 
or R represents a CHR 18 radical and 
R 18 represents an -NHCOR 19 or -N(R 20 )-Y-R 21 radical, 
Y is CO or S0 2 , 

R 4 and R 3 , which are identical or different, represent either an aromatic chosen from phenyl, naphthyl and indenyl, 
these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trifluor- 
omethyl, trifluoromethoxy, -CO-alk, cyano, - COOH, -COOalk, -CONR 22 R 23! -CO-NH-NR 24 R 25 , alkylsulphanyl, 
alkylsulphinyl, alkylsulphonyl, . alkylsulphanylalkyl, alkylsulphinylalkyl, alkylsulphonylalkyl, hydroxyalkyl or 
-alk-NH 22 R 23 , or a heteroaromatic chosen from the benzofuryl, benzothiazolyl, benzothienyl, benzoxazolyl, chrom- 
anyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzothienyl, pyrimidinyl, furyl, imidazolyl, isochromanyl, isoquinolyl, pyr- 
rolyl, pyridyl, quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl and thienyl rings, it being possible for these heter- 
oaromatics to be unsubstituted or substituted by a halogen, alkyl, alkoxy, hydroxyl, trifluoromethyl, trifluoromethoxy, 
cyano, -COOH, -COOalk, -CO-NH-NR 24 R 25) -CONR22R2 3 , -alk-NR 24 R 25 , alkylsulphanyl, alkylsulphinyl, alkyl- 
sulphonyl, alkylsulphanylalkyl, alkylsulphinylalkyl, alkylsulphonylalkyl or hydroxyalkyl, 
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R 19 represents an -alk-S0 2 -R 26 radical, an -alk-S0 2 -CH=CH-R 26 radical, a Het., radical substituted by -S0 2 -R 26 
or a phenyl radical substituted by -S0 2 -R 26 or -alk-SO^R^, 
R 20 represents a hydrogen atom or an alkyl radical, 
R 21 represents a phenylalkyl, He^ orA^ radical, 
5 R 22 and R 23 , which are Identical or different, represent a hydrogen atom or an alkyl radical or else R 22 and R 23 

form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl, 

R 24 and R 25 , which are identical or different, represent a hydrogen atom or an alkyl, -COOalk, cycloalkyl, alkylcy- 
10 cloalkyl, -alk-O-alk or hydroxyalkyl radical or else R 24 and R 25 form, together with the nitrogen atom to which they 

are attached, a saturated or unsaturated mono- or bicyclic heterocycle having 3 to 10 ring members optionally 
comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyl, -alk-O-alk or-CO-NH 2 , 
R 26 represents an alkyl, or Het 1 radical, 
15 A^ represents a phenyl, naphthyl or indenyl radical, these radicals optionally being substituted by one or more 

halogen, alkyl, alkoxy, cyano, -CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 29 R 30 , alkylsulphanyl, alkyl- 
sulphinyl, alkylsulphonyl, -alk-NR 29 R 30 , -NR 29 R 30> alkylthioalkyl, formyl, hydroxyl, hydroxyalkyl, Het, -O-alk-NH- 
cycloalkyl, OCF 3 , CF 3 , -NH-CO-alk, -S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk or Het or else on 2 adjacent carbon 
atoms by dioxymethylene, 

20 Het., represents an unsaturated or saturated mono- or bicyclic heterocycle having 3 to 1 0 ring members and com- 

prising one or more heteroatoms chosen from oxygen, sulphur and nitrogen which is optionally substituted by one 
or more alkyl, alkoxy, vinyl, halogen, alkoxycarbonyl, oxo, hydroxyl, OCF 3 or CF 3 , the nitrogenous heterocycies 
optionally being in their N-oxidized form, 

R 27 and R 28 , which are identical or different, represent a hydrogen atom or an alkyl radical or else R^ and R 28 
25 form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 

3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl radicals, 

R 29 and R 30 , which are identical or different, represent a hydrogen atom or an alkyl, -COOalk, cycloalkyl, alkylcy- 
cloalkyl, -alk-O-alk or hydroxyalkyl radical or else R 29 and R 30 form, together with the nitrogen atom to which they 
30 are attached, a saturated or unsaturated mono- or bicyclic heterocycle having 3 to 10 ring members optionally 

comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyl, -alk-O-alk or-CO-NH 2 radicals, 
or R represents CHR 31 and 

R 31 represents an ^(R^R^, -N(R 32 )-CO-R 33 or -NfR^-SOgR^ radical, 

35 r 4 and R 3 , which are identical or different, represent either an aromatic chosen from phenyl, naphthyl and indenyl, 

these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trifluor- 
omethyl, trifluoromethoxy, -CO-alk, cyano, - COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , alkylsulphanyl, 
alkylsulphinyl, alkylsulphonyl, alkylsulphanylalkyl, alkylsulphinylalkyl, alkylsulphonylalkyl, hydroxyalkyl or 
-alk-NR 7 R 8 , or a heteroaromatic chosen from the benzofuryl, benzothiazolyl, benzothienyi, benzoxazolyl, chrom- 

40 anyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzothienyl, furyl, imidazolyl, isochromanyl, isoquinolyl, pyrrolyl, pyridyl, 

pyrimidyl, quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl and thienyl rings, it being possible for these heteroaro- 
matics to be unsubstituted or substituted by a halogen, alkyl, alkoxy, hydroxyl, trifluoromethyl, trifluoromethoxy, 
cyano, -COOH, -COOalk, -CO-NH-NR 2 4R 25l -CONR 22 R 23 , -alk-NR 24 R 25 , alkylsulphanyl, alkylsulphinyl, alkyl- 
sulphonyl, alkylsulphanylalkyl, alkylsulphinylalkyl, alkylsulphonylalkyl or hydroxyalkyl, 

45 R32 represents a -C(R 35 )(R 36 )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2> cycloalkyl or norbornyl radical, 

R 33 represents a hydrogen atom or a hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alkoxy, Ar 2 , Het 2 , 
-CH 2 Ar 2 , -CH 2 Het 2 or alkyl radical, the latter optionally substituted by one or more halogen, 
R 34 represents a hydroxyalkyl, -alk-COOalk, -alk-CONR^R^, -alk-NR 22 R 23 , alkoxy, Ar 2 , Hetg, -CH 2 Ar 2( -CH 2 Het 2 
or alkyl radical, the latter optionally substituted by one or more halogen, 

50 Fl 35 represents a hydrogen atom or a hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alkoxyalkyl, Ar 2 , 

Het 2 , -CH^r^ -CH 2 Het 2 or alkyl radical, the latter optionally substituted by one or more halogen, 
R 36 represents a hydrogen atom or a hydroxyalkyl, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alkoxyalkyl or 
alkyl radical, the latter optionally substituted by one or more halogen, 

or else R 35 and R 36 form, together with the carbon atom to which they are attached, a saturated mono- or bicyclic 
55 ring having 3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 

nitrogen and optionally being substituted by one or more alkyl, 

Ar 2 represents a phenyl, naphthyl or indenyl radical, these various radicals optionally being substituted by one or 
more halogen, alkyl, alkoxy, -CO-alk : cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-R^R^, alkylsulphanyl, 
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iyl, -alk-NR^R^, -NR 39 R 4 o, alkylthioalkyl, formyl^F 3 , OCF 3> Het, -O-alk-NH-cy- 
cloalkyCso'aNHg, hydroxyl, hydroxyalkyl, -NHCOalk or NHCOOalk or on 2 adjacent carbon atoms by dioxymeth- 
ylene, 

Het 2 represents an unsaturated or saturated mono- or bicyclic heterocycle having 3 to 1 0 ring members and com- 
prising one or more heteroatoms chosen from oxygen, sulphur and nitrogen which is optionally substituted by one 
or more alky!, alkoxy, halogen, alkoxycarbonyl, oxo or hydroxyl, the nitrogenous heterocycles optionally being in 
their N-oxidized form, 

R 37 and R 38 , which are identical or different, represent a hydrogen atom or an alkyi radical or else R 37 and R 38 
form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl, 

R 39 and R^, which are identical or different, represent a hydrogen atom or an alkyl radical or else R 39 and R^ 
form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl, 
alk represents an alkyl or alkyiene radical, 

the alkyl and alkyiene radicals and portions and the alkoxy radicals and portions have straight or branched chains 

and comprise 1 to 6 carbon atoms and the cycloalkyl radicals comprise 3 to 10 carbon atoms, 

the optical isomers of these compounds and their pharmaceutical^ acceptable salts with an inorganic or organic 

acid. 

Combination according to Claim 2, for which the compound of formula (I) is chosen from the following compounds: 

1-benzhydryl-3-[(methylsulphonyl)(phenyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-methylphenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-chlorophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3,5-dichlorophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(2,5-dichlorophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-t(2,3-dichlorophenyl)(methylsulphonyl)methylene]azetidine J 

1-benzhydryl-3-[.(3-fluorophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-bromophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-iodophenyl)(methy!suiphonyl)-methylene]azetidine > 

1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethoxyphenyl)methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethylphenyl)methylene]azetidine, 

1-benzhydryl-3-{[3,5-bis(trifluoromethyl)phenyl]-(methylsulphonyl)methylene}azetidine, 

1-benzhydryl-3-[(3,5-dibromophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-methoxycarbonylphenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-cyanophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-carbamoylphenyl)(methy!sulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(naphth-1-yl)(methylsulphonyl)methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-[bis(4-methoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-[bis(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

(RS)-3-[(3 ! 5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxypheny!)(phenyl)methyl]-azetidine, 

(R)-3-[(3,5-difiuorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 

(S)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine J 

1-[bis(4-trifluoromethoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidine, 

1-[bis(4-trifiuoromethylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{[3 j 5-bis(trifluoromethyl)phenyl](methylsulphonyl)-methylene]azetidine, 

(RS)-1-[(4-chlorophenyl)(2 s 4-dichlorophenyl)-methyl]-3-f(3 s 5-difluorophenyl)(methylsulphonyl)-methylene] 

azetidine, 

(R)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3 ! 5-difluorophenyl)(methylsulphonyl)-methylene] 
azetidine, 

(S)-1-[(4<shlorophenyl)(2 s 4-dlchlorophenyl)-methyl]-3-[(3,5-difluo 
tidine, 

(RS)-1-{(4-chlorophenyl)[4-(hydroxymethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)-(methylsulphonyl)methyl- 
ene]azetidine, 



64 



EP 1 328 269 B1 

(R)-1-{(4-chlorophenyl)[4-(hydroxymethyl)p^ 
enejazetidine, 

(S)-1-{(4-chlorophenyl)[4-(hydroxymethyO^ 
enejazetidine, 

(RS)-1-{(4-chlorophenyl)[4-(pyrrolidylmethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)-(m 
ylenejazetidine, 

(R)-H(4^hlorophenyl)[4-(pyrrolidylmethy^ 
enejazetidine, 

(S)-1-{(4^hlorophenyl)[4-(pyrrolidylmeth^^ 
enejazetidine, 

1-{(RS)-{4-chlorophenyl)[4-(3,3-dimethytpiperidin-1-ylmethyl)phenyl]methyl}-3-[(3,5 
sulphonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(3 J 3-dimethylpiperidin-1-ylmethyl)phenyl]methyQ 

sulphonyl)methylene]azetidine } 

1-{(SH4-chlorophenyl)[4-(3,3-dimethy^ 

sulphonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(thiomorph 

nyl)methyl enejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(thiomorph 

methyl enejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(thiomorpholin-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluoroph 
methyl enejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophenyi)(meth- 

ylsulphonyl)methy]ene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N-ethylAI-^ 

sulphonyl)methylene]-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-ethyl-N-^ 

sulphonyl)methylene]-azetidine, 

1 -{{(RS)-(4-chlorophenyl){4-[(4-etho 

(methylsulphonyl)methylenej-azetidine, 

1-{{(R)-(4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl}}-3-[(3,5-difluorophenyl) 

(methyisulphonyl)-methylenejazetidine, 

1-{{(S)-(4-chlorophenyl){4-[(4-ethoxycarbony^ 

(methylsulphonyl)-methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-cyclopropyl-^ 

(methylsulphonyl)methylenej-azetidine, 

1-{(R)-(4-chlorophenyl)[4-{N-cyclopropyl-N-propylaminomethyl)phenyi]methyl}-3-[(3 I 5-difluorophenyl)(meth- 
ylsulphonyl)methy!ene]-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(meth- 

ylsulphonyl)methylene]-azetidine, 

1-{(RS)-(4-ehlorophenyl)[4-(diisopropylaminom 

nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)f4-(diisopropylaminomethyl)phenyl]methyl}-3-t(3,5-difluorophenyl)(methylsulphonyl) 
methylenej-azetidine, 

1-{(S)-(4-chlorophenyl)t4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(methyisulphony!)- 
methylenejazetidine, 

1-{{{RS)-(4-chlorophenyl){4-[bis(2-methoxyethyl)-aminomethyl]phenyl}methyl}}-3-[(3,5-difluorophenyl)(meth- 
ylsu lphonyl)methylene]-azetidine , 

1-{{(R)-{4-chlorophenyl){4-[bis(2-methoxyethyl)-aminomethyl]phenyl}methyl}}-3-[(3,5-difluorophen 

ylsulphonyl)methylene]-azetidine, 

1-{{(S)-(4-chlorophenyl){4-[bis(2-m^ 

sulphonyl)methylene]-azetidine, 

1-{(RS)-(4-chlorophenyl)[4-[di-n-propylaminom 

methylenejazetidine, 

1-{(R)-(4-chlorophenyl)[4-(di-n-propylam^ 

methylenejazetidine, 

1-{(S)-(4-chlorophen-yl)(4-(di-n-pro 

methylenej-azetidine, 
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1 4(RS)-(4-chloro^^l)[4-(piperidin-1 -ylmethyl)-phenyl]met 
methylene]azetidine, 
1-{(R)-(4^hlorophenyl)[4Hpiperidin^^ 
methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperidin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difluorophenyO 

methyl ene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(4-methy^ 

sulphonyl)methylene]azetidine, 

1 -{(R)-(4-chlorophenyl)[4-(4-me 

sulphonyl)methylene]azetidine, 

1-{(SH4-chlorophenyl)[4-(4-methylpi^^^ 

sulphonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(morpholin-4-y!methyl)phenyl]methyl}-3-[(3 p 5-difluorophen 
methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(morpholin-4-ylmethyl)-phenyl]methyl}-3-[(3,5-^ 
methylene]azetidine, 

14(S)-(4-chlorophenyl)[4-(morpholin-4-ylmethyl)-phenyl]methyl}-3-[(3 l 5-difluo 

methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(diethylam^ 

methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(diethylaminome% 
methyiene]azetidine, 
1-{(S)-(4-chlorophenyl)[4-(diethylaminom 
methylene]azetidine, 

14(RS)-(4-chlorophenyl)[4-(piperazin-2-oxo-4-ylmethyI)phenyl)methyl}-3-[(3,5-d'^ 
sulphonyl)methylene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piperazln-2-oxo-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluo 

nyl)methylene]-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperazin-2-o^ 

nyl)methylene]-azetidine, 

14(RS)-(4-chlorophenyl)[4-(imidazoM 

methylene]azetidine, 

1 -{(R)-(4-chlorophenyl)[4-(imidazol-1 -ylmethyl)-phenyl]methyl}-3-[(3,5-difiuorophenyl)(methylsulphonyl) 
methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difluorophe 

methyiene]azetidine, 

(RS)-H(4-chlorophenyl)[4-(N t N<lim^ 

methylene]-azetidine t 

(R)-1-{(4-chlorophenyl)[4-(N,N<limet^ 

methylene]-azetidine, 

(S)-H(4-chlorophenyl)[4-(N,N-dimethyta 

methylene]-azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-ethylcarbam 

ylene]-azetidine, 

(R)-1-{(4^hlorophenyl)[4-(N-ethylcait>amoyl)phenyl]methyl}-3"[(3,5-difiuorophenyl)(m 
ene]-azetidine, 

(S)-1-{(4^hlorophenyl)[4-(N-ethylcart>am^ 
ene]-azetidine p 

(RS)-1-[(4^arbamoy!phenyl)(4-ch!orophenyl)m^ 
azetidine, 

(R)-1-[(4-carbamoylphenyl)(4-chloro^ 
tidine, 

(S)-1-[(4^arbamoylphenyl)(4-chlorophenyl)m^ 
tidine, 

1-[bis(4<:hlorophenyl)methyl]-3-[(3 J 5-dichlorophenyl)(methylsulphonyl)methy^ 
1-benzhydryl-3-[(3-methylsulphanylphenyl)(methylsulphonyl)methylene]azetidine, 
1-benzhydryl-3-[(3-methylsulphanylmethylphenyl)-(methylsulphonyl)methylene]a^ 
1-[bis(4-chlorophenyl)methyl]-34(3-cyanophenyl)-(methylsulphonyl)methylene]azetidi 
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1-[bis(4-chlorophenyl)methyi]-3-[(3-^ 

1-[bis(4-chlorophenyt)methyl]-34(3-methoxyphenyl)(methylsulphonyi)methylen 
1-[bis(4-chlorophenyl)methyl]-3^ 

1-[bis(4-chlorophenyl)methyl]-3-[(methy!sulphonyl)(3-pyrrolidinylphenyl)-methylen 

1-[bis(4-chlorophenyl)methyl]-34(3-hydroxymethylphenyl)(methylsulphonyl)methylen 

1-[bis(4-chlorophenyl)methyl]-3-{(methylsulphonyl)[3-(N-piperidylcarbamoyl)-phen^ 

Hbis(4-chlorophenyl)methyl]-3-[(m 

methylene]azetidine p 

1-[bis(4-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]azetidine, 
14bis(2-fluorophenyl)methyl]-3^(3,5-difluorophenyl)(methylsulphonyl)methylene]-a2etidine l 
14bis(3-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetjdine^ 
(RS)-1-[(4-chloropheny!)(thiazol-2-yl)m 

(R)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulphonyl)(phenyl)methylene]azet^ 

(S)-1-[(4^hlorophenyl)(thiazol-2-yl)me%^ 

(RS)-1-[(4-chlorophenyl)(thi^ 

(R)-1-[(4-chlorophenyl)(thjen-2-yl)methyl]-3-[(3,5-difluoropheny!)(methylsulphonyl)methyl^ 

(S)-1-[(4K:hlorophenyl)(thien-2-yl)methyl]-3-t(3,5-difluorophenyl)(methylsulphonyl)m 

1-benzhydry!-3-t(ethylsu!phonyl)(phenyl)-methylene]azetidine, 

1-[bis(4^hlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)cart3amoyl]phenyl}(m l)methylene} 
azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{[3-(2,2-dimethylcaitohydrazido)phenyl](methylsulphonyl)-m 
dine, 

1-tbis(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)-(methylsulphonyi)methylene]azeti 

1-[bis(p4olyl)methyl]-3-[(methylsulphony!)-(phenyl)methylene]azetidine J 

1-[(4-chlorophenyl)(4-hydroxymethylpheny^ 

azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-m^ 
(RS)-1-[(4^hlorophenyl)(thiazol-2-y!)met^ 

(R)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-34(3,5-difiuorophenyl)(methylsulphonyl)m 

(S)-1-[(4^hlorophenyl)(thiazo}-2-yl)methyl]-3-t(3,5-dif!uorophenyl)(methylsulphon 

1^bis(4-chlorophenyl)methyl]-34(methylsulphonyi)(2-methoxycarbonylthien-5-yl)met 

(RS)-1-[bis(4-chlorophenyl)methyl]-3-hydroxy-3-[(methylsulphonyl)(2-methoxycarbony]thien-5 

azetidine, 

1-[bis(4<hlorophenyl)methyl]-3-[(2^ 
1-[bis(4<;hlorophenyl)methyl]-3-[(RSH^ 

1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(methylsulphonyl)(pyridin-4-yl)methyl]a^ 

1-[bis(4^hlorophenyl)methyl]-3-[(RS)-(me^^ 

3-({1-[bis(4-chlorophenyl)methyl]azeM 

benzamide, 

3-({1-[bis(4-chlorophenyl)methy^ 
benzamide, 

3-({Hbis(4-chlorophenyl)methyl]azetidin^ 
benzamide, 

3-({1-[bis(4-chiorophenyl)methyl]azet 
ylethyl)benzamide, 

3-({1-[bis(4-chiorophenyl)methyl]azetid^^ 
mide, 

3-({1-[bis(4-chlorophenyl)methyi]azetM 

3-({1-[bis(4-chlorophenyl)methy^ 

benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyi)-N-(2-dimethylamin 
benzamide, 

N'-methylhydrazide of 3-({1-[bis(4"Chlorophenyl)-methyl]azetidin-3-ylidene}(methanesulphonyl)-methyl)ben- 
zoic acid, 

3-({1-(bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2-(mom 
benzamide, 

3-({1-[bis(4-chlorophenyl)methy^ 
thyl)benzamide, 
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3-({1-[bis(4<:hJoro^^yl)me^ dime hylp >p l)b< i- 

zamide, 

3-({1-[bis(4-chlorophenyl)methyl]azeM 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidi^^^ 
zamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-yjidene}(methanesulphonyl)methyl)-N-(2-m 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azeM 
mide, 

3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(tetrahyd 
thyl)benzamide, 

3-({Hbis(4-chlorophenyl)methyl]azeM 
mide, 

3- ({1-[bis(4-chlorophenyl)methyl]azetidi^ 

methyl ester of 4-{[3-({1-[bis(4-chlorophenyl)methyGazetidin-3-ylidene}-(methanesulphonyl)methyl)ben- 

zoy!amino]methyl}-cyclohexanecarboxylic acid, 

2-amino-H4-[3-({1-[bis(4-chlorophenyO 

azin-1-yl}ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}-(methanesulphonyl)methy!)phe- 
nyl]piperazin-1 -yl}-2-oxoethyl)carbamic acid, 

1- {4-[3-({1-[bis(4-chlorophenyi)methyl]azetidin-3-ylidene}(methanesu!phonyl)methy 

2- (methylamino)ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chloropheny!)methyl]azetidin-3-ylidene}-(methanesu!phonyl)methyl)phe- 
nyl]piperazin-1 -yl}-2-oxoethyl)-N-methylcarbamic acid, 
N-methylamide of 443-({1-[bis(4-chlorophenyl)-methy^ 
nyl]piperazine-1-carbothioic acid, 

N-methylamide of 4-[3-({1-[bis(4-chlorophenyl)-methyl]azetidin-3-ylidene}-(methanesulphonyl)methyl)phe- 
nyl]piperazine-1-carboxylic acid, 

methyl ester of 4-[3-({1 -[bis(4-chlorophenyl)methyi]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]pip- 
erazine-1-carboxylic acid, 

1 -[3-({1 -[bis(4-chlorophenyl)methy0azetidin-3-ylidene}(methanesulphonyl)methyl)pheriyl]-4-isobutylpipera- 
zine, 

1-[3-({1-[bis(4<hlorophenyl)methyl)azetidin-3-ylidene}(methanesulphony0 

4- acetyl-1-[3-({1-[bis(4-chlorophenyl)methyl]-azetidin-3-ylidene}(methanesulphonyl)methyl)-phenyl]pipera^ 
zine, 

1- {443-({1-[bis(4-chlorophenyl)me 

2- dimethylaminoethanone, 

1-[3-({1-[bis(4^hlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]-piperazine, 
tert-butyl ester of 4-[3-({1 -[bis(4-chlorophenyl)-methyl]azetidin-3-ylidene}(methanesulphonyl)-methyl)phenyl] 
piperazine-1-carboxylic acid, 

1-[bis(4-methoxycarbonylphenyl)methyi]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidine, 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(RS)-(3,5-difluorophenyl)(methyisulphonyl)-methyl] 
azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3 J 5-difluorophenyl)(methanesulphonyl)methylene]azetidin-1-yl}methyl)ben^ 
zyl]morpholine, 

4- (4-{3-[(1-benzhydrylazetidin-3-ylidene)(methanesulphonyl)methyl]phenoxy}butyl)morpholine, 
4-(4'-{3-t(1-benzhydi7lazetidin-3-ylidene)-(methanesulphonyl)methyl]phenoxy}propyl)moroholine 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}thien-2-ylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methoxyphenylsulphonamide, 
N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulphamoyl)phenyl]acetamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-ylH-methylphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenylsulphonamide, 
N-{1-tbis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenyisulphonamide, 
N_{1_[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dichlorophenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanophenylsu!phonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-trifluoromethylphenylsulphonamide, 
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N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}naphth-2-ylsulphonamide, 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}naphth-1-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3 l 4-difluorophenylsulphonarnide, 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-1 -methyl-1 H-imidazol-4-ylsulphonamide, 

N-[4-(N-{1-[bis(4<;hlorophenyl)methy^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-fluorophenylsulphonannide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)quinol-8-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetjdin-3-yl}phenylsulphonamide, 

N-{1^bis(4-chlorophenyl)methyl]azetidin-3-yl}(phenylmethyl)sulphonamide, 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3 l 5-difluorophenylsulphonamide l 

N-{1-[bis(4-chlorophenyl)methyl]azetjdin-3-yl}pynd-2-ylsulphonamide > 

N-{1-[bis(4-chlorophenyl)methyl]azetM 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-4-f!uorophenylsulphonamide, 
N^1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methylquinol-8-ylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methylphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl^ 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-sulphamoylphenylsulphonamide, 
2-phenylsulphonyl-N-{1-[bis(4-chlorbphenyl)-methy!]azetidin-3-yl}acetamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2-(4-tolylsulphonyl)acetamide, 
(3-chloro-4-(methylsulphonyl)thiophene-2-carboxy)-{1^bis(4-chlorophenyl)methyl]aze 

-[bls(4-chlorophenyl)met^ 
N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-(methylsulphonyl)benzamide l 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-4-(methanesulphonyl)benzamide, 
(5-(methylsulphonyl)thiophene-2-carboxy)-{1-[bis(4-chlorophenyl)methyl]azetidin-3-y 
(5-methylsulphonyl-3-methyl-4-vinylthiop^ 
RS)-N-{1 -[(4-chlorophenyl)(pyrM^ 
(RS)-N-{1-[(4-chlorophenyl)(pyrimid^ 

N41-[bjs(4-chlorophenyl)methyl]azetidin-3-yl}-N-(6-chloropyrid-2-yl)methylsulphonam 

NH1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(6-ethylpyrid-2-yl)methylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azet^ 

N-{1-[bis(4-chlorophenyl)methy^^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(isoquinol-5-yl)methylsulphonamide > 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(pyrid-3-yl)methylsuiphonamide f 

N-{1-[bis(4-chlorophenyl)methyl]azetM 

N-(1R,2S,4S)-(bicyclo[2.2.1]hept-2-yl)-^ 

N-(1R,2R,4S)-(bicyclo[2.2.1]hep^ 

N-{1-[bis(4-chlorophenyl)methyl]^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)methylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-methoxyphenyl)methylsulphonamid 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-hydrpxyphenyl)methylsulphonamid 
N-{1-[bis(4-chlorophenyl)methy^ 

ethyl N-{1-[bis(4^hlorophenyl)methyl]azetidin-3-yl}-N-(methylsulphonyl)-3-amjnobenzoate l 

N-{1-[bis(4-chIorophenyl)methyl]azetidm^ 

N-benzyl-N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)amine, 

N-{1-[bis(4-chiorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorobenzyl)amine l 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorobenzyl)methylsulphona^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3~yl}-N-(pyrid-3-ylmethyl)methylsulphonamide I 

N-{1-[bis(4-fluorophenyl)methyl]azetidin-3^l}-N-(3,5-difluorophenyl)methylsu!phonamjde^ 

(RS)-N-{1-[(4<;hlorophenyl)(pyrid-3-yl)m^ 

(R)-N-{1-[(4-chlorophenyl)(pyrid^ 

(S)-N^1-[(4-chlorophenyl)(pyrid-3^l)m^ 

(RS)-N-{1-[(4-chlorophenyl)(pyrid-4-yl)m^ 

(R)-N-{1-[(4-chlorophenyl)(pyrid-4-yl)methyl]azetidin-3-yl}-N-(3 t 5-difluorophenyl)methylsulph 
(S)-N-{1-[(4-chlorophenyl)(pyr^ 

(RS)-N-{1-[(4-chlorophenyl)(pyrimidin-5-yl)methyl]azetidin-3-yl}-N-(3,5-difluoroph 

(R)-N41-[(4-chiorophenyl)(pyrimidin-5-yi)methyl]-azetidin'3-yl}-N-(3,5-difluorophenyl)-meth 

(S)-N-{1-t(4-chlorophenyl)(pyrimidin-5-y!)methyj]-azetidin-3-yl}-N-(3,5-difl^ 
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N-{1-[bis(4-chloi 



lylJmethylJazetidin-S-yll-N-CS.S-difluorophenyOben; 



lonamide, 



their optical isomers and their pharmaceutical^ acceptable salts. 

Combination according to Claim 2, for which the compound of formula (I) is chosen from the following compounds: 
1-[bis(4-chlorophenyl)methyl]-3^ 

S-acetoxy-l-Ibist^hlorophenyOmethyll-S-fCRSi-CS^-difluorophenyO^ethylsulphonyOmethyO-methyl- 
sulphonylmethyl]azetidine, 

1-[bis(4-chlorophenyl)methyl]-34(3 l 5-difluorophenyl)(methylsulphonyl)methylene]-azetidine, 
their optical isomers and their pharmaceutical^ acceptable salts. 

Combination according to Claim 1, in which the CB1 receptor antagonist is SR141716, its hydrates and its phar- 
maceutical acceptable salts or LY320135 and its pharmaceutical^ acceptable salts. 

Pharmaceutical composition comprising a CB1 receptor antagonist and sibutramine, its hydrate or one of its phar- 
maceutical^ acceptable salts in the pure state or with one or more compatible and pharmacologically acceptable 
diluents and/or adjuvants and/or optionally in combination with another pharmaceutically compatible and physio- 
logically active product. 

Pharmaceutical composition according to Claim 6, for which the CB1 receptor antagonist is a compound of formula 
(I) as defined in Claim 2. 

Pharmaceutical composition according to Claim 7, for which the compound of formula (I) is chosen from the fol- 
lowing compounds: 

1-benzhydryl-3-[(methylsulphonyl)(phenyl)-methylene]a2etidine, 

1-benzhydryl-3-[(3-methylphenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-chlorophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3,5-dichlorophenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(2 s 5-dichlorophenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(2,3-dichlorophenyl)-(methylsulphonyl)methylene]azetidine l 

1-benzhydryl-3-[(3-fluorophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3,5-difluorophenyl)-(methylsulphonyl)methylene]azetidine t 

1-benzhydryl-3-[(3-bromophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydn/l-3-[(3-iodophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethoxyphenyl)methylene]azetidine, 

1>benzhydryl-3-[(methylsulphonyl)(3-trifluoromethylphenyl)methylene]azetidine p 

1-benzhydryl-3-{[3,5-bis(trifluoromethyl)phenyl]-(methylsulphonyl)methylene}azetidine, 

1-benzhydryl-3-[(3,5-dibromophenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-methoxycarbonylphenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-cyanophenyl)(methylsulphonyl)-methy!ene]azetidine, 

1-benzhydryl-3-[(3-carbamoylphenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(naphth-1-yl)(methyl-sulphonyl)methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-[bis(4-methoxyphenyl)methyl]-3-[(3 f 5-difluorophenyl)(methylsulphonyl)methylene]azetidtne, 

1-[bis-(4-methylphenyl)methyl]-3-[(3,5-difiuorophenyl) (methylsulphonyl)methylene]azetidine, 

(RS)-3-[(3 ! 5-difluorophenyl)(methylsulphonyl)-methylene]-1-t(4-methoxyphenyl)(phenyl)methyl]-azetidine t 

(R)-3-[(3 ) 5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 

(S)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 

1-[bis(4-trifluoromethoxyphenyl)methyl]-3-[(3,5-di-fluorophenyl)(methylsulphonyi)methylene]-azetidine l 

1-[bis(4-trifluoromethylphenyl)methyl]-3-[(3 J 5-difiuorophenyl)(methylsulphonyl)methylene]azetidine l 

1-[bis{4-chlorophenyl)methyl]-3-{[3 l 5-bis(trifluoromethyl)phenyl](methylsulphonyl)-methylene}azetidine, 

(RS)-1-[(4-chlorophenyl)(2 J 4-dichlorophenyl)-methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene] 

azetidine, 

. (R)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-t(3 5 5-difluorophenyl)(methylsulphonyl)-methylene] 
azetidine, 
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(S)-1-[(4^hlorophenyl)(2 l 4-dichlorophenyl)-methyl]-3-[(3,5-difluorophenyl)(methyls 
tidine, 

(RS)-H(4-chlorophenyl)[4-(hydroxymethyl)ph 
ene]azetidine, 

(R)-1-{(4K:hlorophenyl)[4-(hydroxymethyl)phenyl]-methyl}-3^(3,5-difluorophenyl)(methylsulph 
enejazetidine, 

(S)-1-{(4<:hlorophenyl)[4-(hydroxymethyl)ph 
ene]azetidine, 

(RS)-H(4-chlorophenyl)[4-(pyrro1^ 
ylenejazetidine, 

(R)<2-{(4-chlorophenyl)[4-(pyrrolidylme^ 
enejazetidine, 

(S)-14(4K:hloropheny!)[4-(pyrrolidylmethy^ 
ene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(3,3-dimethylpiperidm^ 
sulphonyl)methylene]azetidine, 
14(R)-(4-chIorophenyi)[4-(3,3-dimethylpiperid^ 
sulphonyl)methylene]azetidine, 

1>{(S)-(4-chlorophenyl)[4-(3,3-dimethylpiperidin-1 -ylmethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(methyl- 
su!phonyl)methylene]azetidine, 

1^(RS)-(4-chlorophenyl)[4-(thiomorpholin-4-ylmethyl)phenyl]methyl}-3-[(3 l 5-difluorophe 

nyl)methylene]azetidine, 

H(R)-(4-chlorophenyl)[4-(thiomor 

methylenejazetidine, 

H(S)-(4-chlorophenyl)[4-(thiomorpholin-4^ 
methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexylaminomethyl)phenyI]methyl}-3-[(3,5 
ylsulphonyl)methylene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexylaminomethyl)phenyl]methyl}-3-[(3;5-dif 

sulphonyl)methylene]-azetidine, 

H(S)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexylam 

sulphonyl)methylene]-azetidine, 

1-{{(RS)-(4-chlorophenyl){4-[(4-ethox^ 

(methylsulphonyOmethyleneJ-azetidine, 

1-{{(R)-(4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl}}-3-[(^ 
(methylsulphonyl)-methylenejazetidine, 
1-{{(S)-(4-chlorophenyl){4-[(4-ethoxycarbo 
(methyisulphonyl)-methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluoroph 

(methylsulphonyl)methylene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N^clopropyl-N-pro^ 

ylsulphonyl)methylene]-azetidine : 

1^(S)-(4-chlorophenyl)[4-(N-cyclopro 

ylsulphonyljmethylenej-azetidine, 

H(RS)-(4-chlorophenyl)[4-(diisopropylaminom 

nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)f4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(met 
methylenej-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(diisopropy!aminomethyl)phenyI]methyl}-3-[(3,5-difiuorophenyl)(m 
methylenejazetidine, 

1-{{(RS)-{4-chlorophenyl){4-[bis(2-methoxyethy^ 
(methyisulphonyl)methylenej-azetidine, 
1-{{(R)-(4-chlorophenyl){4-[bis( 
ylsulphonyl)methylene]-azetidine, 

1-{{(S)-(4-chlorophenyl){4-[bis(2-metho)(yethyl)-aminomethy!]phenyl}methyl}}^ 

sulphonyl)methylene]-azetidine, 

1-{(RS)-(4-chlorophenyl)[4-[di-n-propylaminom 

methylenejazetidine, 
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H(R)-(4-chloropffl^)[^ 

methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difb 
methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperidin-1^ 
methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piperidin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-diftuorophen 

methylenejazetidine, 

1^(S)-(4-chlorophenyl)[4-(piperidin-^ 

methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(4™ett^ 

sulphony!)methylene]azetidine, 

1^(R)-(4-chlorophenyl)[4-(4-methylpiperazin-1-ylmethyl)phenyI]methyl}-3-[(3,5-d 
sulphonyl)methyleneJazetidine, 

1-{(S)-(4-chloropheny!)[4-(4-methylpiperazin-1-ylmethyl)phenyl]methyl}-3-[(3,^ 
sulphonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(moipholin^-ylmethyl)phenyl]methyI}-3-[(3 t 5-difluor^ 

methy!ene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(morphoH^^ 

methylenejazetidine, 

W(SM4-chlorophenyl)[4-(morphol 

methylenejazetidine, 

1-{(RS)-(4-chloropheny!)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3 J 5-difluorophenyl)(methylsulphonyi) 
methylenejazetidine, 

1-{(R)-(4-chlorophenyl)t4-(diethylaminomethyl)-phenyl]methyl}-3-[(3 ) 5-difluorophenyl)(methylsulphonyl) 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsulphonyl) 
methylenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperazin-2-oxo-4-ylmethyl)phenyl]methyl}-34(3,5-difluorophenyl)-(methyl- 

sulphonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(piperazta 

nyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperazin-2-oxo-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)-(methyte 

nyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(im!d^ 

methylenejazetidine, 

t-{(R)-(4-chlorophenyl)[4-(imidazol-1-ylmethyl)-phenylJmethyl}-3-[(3,5-difluorophenyl)(methylsu 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsulphon^ 
methylenejazetidine, 

(RS)-H(4-chlorophenyl)(4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-t(3,5-difluorophenyl)(methylsulphonyl) 

methylenej-azetidine, 

(R)-1-{(4-chlorophenyl)[4-(N,N-dimethy^ 

methylenej-azetidine, 

(S)-1 4(4-chlorophenyl)[4-(N,N-dimethylcamamoyl)-phenyl]methyl}-3-[(3 I 5-difluorophenyl)(methylsulphonyl) 
methylenejazetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsulphonyl) 
methylenejazetidine, 

(R)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsulphonyl)meth- 
ylenejazetidine, 

(S)-H(4-chlorophenyl)[4-(N-ethylcaroam 
ylenejazetidine, 

(RS)-1-[(4-carbamoylphenyl)(4-chlorop^ 
azetidine, 

(R)-14(4-camamoylphenyl)(4-chloropheny0methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene 
tidine, 

(S)-1-[(4^amamoylphenyl)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-meth 
tidine, 
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1-[bis(4-chlorophenyl)methyi]-3-[(3,5-dichlorophenyl)(methylsulphonyl)m 1 

1-benzhydryl-3-[(3-methylsulphanylphenyl)(methyisulphonyl)methylene]azetidine J 

1-benzhydryl-3-[(3-(methylsulphanyl^ 

14bis(4-chlorophenyl)methyl]-3-[(3-cyanophenyl)-(methylsulphonyl)methylene]azeti 
1 -[bis(4-chlorophenyl)methyl]^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxyphenyl)(methylsulphonyl)meth 
Hbis(4<hlorophenyl)methyl]-3-[(3-hydro^^ 

1-[bis{4-chlorophenyl)methyl]-3-[(methylsulphonyl)(3-pyrrolidinylphenyl)methylene]-az 

14bjs(4-chlorophenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsulphonyl)m 

1-[bis(4-chlorophenyl)methyl]-3-{(methylsulphonyl)[3-{N-piperidylcarbamoyl)-pheny 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(3-trifluoromethylsulphanylph 

methylenejazetidine, 

1-[bis(4-fluorophenyl)methy!)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]azetidin 

1-[bis(2-fluorophenyl)methyl]-3-[(3 f 5-difluorophenyl)(methyisulphonyl)-methylene]azetidine, 

1-[bis(3-fluorophenyl)methyl)-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidin 

(RS)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methy!sulphonyl)(phenyl)methylene] 

(R)-1-[(4-chloropheny!)(thiazol-2-yl)m 

(S)-1 -[(4^hlorophenyi)(thiazoi-2-yl)methyl]-3-[(methylsulphony!)(phenyl)methylene] 

(RS)-1 -[(4-chlorophenyl)(thien-2-yl)methyl]-3-t(3,5-difluorophenyl)(methylsulphon 

(R)-1-[(4<;hlorophenyl)(thien-2-yO^ 

(S)-1-[(4<;hlorophenyl)(thien-2-yl)met^ 

1-benzhydryl-3-[(ethylsulphonyl)(phenyl)-methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl^ ^methyl- 
enejazetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{[3-(2,2-dimethylca*ohydrazido)phenyl](methylsuip 
dine, 

1 -[bis(thien-2-yl)methyl]-3^ 

1-[bis(p-tolyl)methyl]-3-[(methylsulph6nyl)-(phenyl)methylene]azetidine, 

1-[(4-chlorophenyl)(4-hydroxymethylphenyl)methyl]-3<(3,5-difluorophenyl)(methylsulphon 

azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(methylsulphonyl)meth 
(RS)-1-[(4-ch!orophenyl)(thiazol-2-y!)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)m 
(R)-1-[(4-chlorophenyl)(thiazol-2-yl)me 
(S)-1 4(4K;hlorophenyl)(thiazol-2-yl)methy^ 

1-[bjs(4-chlorophenyl)methyl]-3-[(methylsuiphonyl)(2-methoxycarbonylthien 

(RS)-1-[bis(4-chlorophenyl)methyl]-3-hydro 

azetidine, 

1-[bis(4<;hlorophenyl)methyl]-3-[(2-fe^ 

1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(3-methoxycaitonylphenyt)(methylsuiphonyl)m 

1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(me^ 

1-[bis(4-chlorophenyl)methyl]-3-K^ 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesuiphonyi)methyl)-N-(3-(morph 
benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(3-dim 
benzamide, 

3-({1-[bis(4-chlorophenyl)methyi]azetid^ 
benzamide, 

3-({1-[bis(4-chlorophenyl)methy^^ 
ylethyl)benzamide, 

3-({1-[bis(4-chiorophenyl)methyl]azetidin-3-yiidene}(methanesulphonyl)methyl)-N-(^ 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyi)methyi)-N-isobutylbenzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(3-(imidazol^ 

benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3^ 
benzamide, 

N'-methylhydrazide of 3-({1-[bis(4-chlorophenyl)-methyl]azetidin-3-ylidene}(methanesulphonyl)-methyl)ben- 
zoicacid, 
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3-{{1-[bis(4-chlordI^nyl)methyl]azetidin-3-ylidene}(methanesulphonyl)m< 



(2-(morpholin-4-yl)ethyl) 



benzamide, 



3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N 
thyl)benzamide, 

3-({Hbis(4-chlorophenyl)methyO 
zamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin>3-ylidene}(methanesulphonyl)methyl)-N-(cy^^ 
mide, 

3-({Hbis(4-chloropheny!)methyl]azetid^^ 
zamide, 

3-({1-[bis(4^hlorophenyl)methyl]azetidin-3-ylidene}(methanesuiphonyl)methyl)-N*(2-m 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azeM 
mide, 

3-({1-[bis(4-chloropheny!)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(tetrahydrofura 

thyl)benzamide, / 
3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2,2"dipheny^ 

mide, 

3- ({1-[bis(4-chlorophenyl)methy!]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2-eth 

methyl ester of 4^[3-({1-[bis(4-chlorophenyl)methyi]azetidin-3-ylidene}-(methanesulphonyl)methyl)ben- 
zoylamino]methyl}-cyclohexanecarboxylic acid, 

2-amino-144-[3-({1-[bis(4-chlorophenyl)methyl]-azetidin-3-ylidene}(methanesulphon 
azin-1-yl}ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-y.lidene}-(methanesulphonyl)methyl)phe- 
nyl]piperazin-1 -yl}-2-oxoethyl)carbamic acid, 

1- {4-[3-({1-[bis(4-chlorophenyi)methyl]azetidin-3-ylidene}(methanesulphonyl)me% 

2- (methylamino)ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl}phe- 
nyl]piperazin-1 -yl}-2-oxoethyl)-N-methylcarbamic acid, 

N-methylamide of 4-[3-({1-tbis(4-chlorophenyl)-methy0azetidin-3-ylidene}(methanesulphonyl)methyl)-phe- 
nyl]piperazine-1-carbothioic acid, 

N-methylamide of 4-[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}-(methanesulphonyl)methyl)phenyl] 
piperazine-1-carboxylic acid, 

methyl ester of 4-[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]-pip- 

erazine-1-carboxylic acid, 

1-[3-({1-[bis(4-ch!orophenyl)methyl]azeti^^ 

zine, 

1- [3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]-4-ethy^ 

4- acetyl-1-[3-({1-[bis(4-ch!orophenyl)methyl]-azetidin-3-ylidene}(methanesulphonyl)methyl)-^ 

zine, 

H4-[3-({1-[bis(4-chlorophenyl)m^ 

2- dimethylaminoethanone, 

1-[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyi)methyl)phenyl]-piperazine l 
tert-butyl ester of 4-[3-({1 -[bis(4-chlorophenyl)-methyl]azetidin-3-ylidene}(methanesulphonyl)-methyl)phenyl] 
piperazine-1-carboxylic acid, 

1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidine^ ' 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(RS)-(3 ) 5-difluorophenyl)(methylsulphonyl)-methyl] 
azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)(methanesulphonyl)methylene]azetidi n-1-yl}methyl)ben- 
zyl]morpholine, 

4- (4-{3-[(1-benzhydr7lazetidin-3-ylidene)(rnethanesulphonyl)methyl]phenoxy}butyl)morpholine, 
4-(4-{3-[(1-benzhydrylazetidin-3-ylidene)(methanesulphonyl)methyl]phenoxy}propyl)morpholine, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}thien-2-ylsulphonamide J 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methoxyphenylsulphonamide ) 
N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-y!}sulphamoyl)phenyl]acetamide, 
N-{1-[bis(4-chlorofDhenyl)methyl]azetidin-3-yl}-4-methylphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenylsulphonamide ( 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenylsulphonamide, 
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N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dichlorophenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanophenylsulphonamide l 

N-{1-[bis(4-chloropheny!)methyl]azetidjn-3-yl}-2 r 5-dimethoxypheny!sulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-34rifluoromethylphenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}naphth-2-ylsulphonamide, 

N^1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}naphth-1-ylsulphonamide I 

N-{1-[bis{4-chlorophenyl)methyl]azetidin-3-yl}-3,4-difluorophenylsulphonamide, 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-1 -methyl-1 H-imidazol-4-ylsulphonamide, 

N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulphamoyl)-2-chlorophenyl]aceta^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-ylsulphonamjde, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-fluorophenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}(phenylmethyl)sulphonamide J 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3 l 5-difluorophenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pynd-2-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluoro-5-pyrrolidin-1-ylphenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-nriethyl-4-fluorophenylsulphonamide J 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methylquinol-8-ylsulphon 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methylphenylsulphonamide ( 

N414bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl(phenylmethyl)sulphonamide, 

N41-[bis(4-chlorophenyi)methyl]azetidin-3-yl}-3-sulphamoylphenylsulphonamide, 

2-phenylsulphonyl-N-{1-[bis(4-chloropheny!)methyl]azetidin-3-yl}acetamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2-(4-tolylsulphonyl)acetamide t 

(3-chloro-4-(methyIsulphonyl)thiophene-2-carboxy)-{1-[bis(4-chlorophenyl)methyl]az 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-(2-phenylethylenesulphonyl)propionamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-(methylsulphony!)benzamide t 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-(methanesulphonyl)benzamlde, 

(5-(methylsulphonyl)thiophene-2<arboxy)-{1-[bis(4-chlorophenyl)methy[]azetidin-3-yl}am 

(5-methylsulphonyl-3-methyl-4-vinylthiophene-2-carboxy){1-[bis(4-chlorophenyl)meth 

(RS)-N-{H(4-chlorophenyl)(pyridin-^ 

(RS)-N-{1-[(4-chlorophenyl)(pyrimidin-5-yl)methyl]azetidin-3-yl}-3,5-difluorobenzenesu!phonamide 

N41-[bis(4-chlorophenyl)methyl]aze^ 

N-{1-[bis(4-ch1orophenyl)methyl]azetid^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(quinol-6-y!)methylsulph 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-y!}-N-(quinol-5-y!)methylsulphonam 

N-{1-[bis(4-chlorophenyl)methyl]azetjdin-3-yl}-N-(isoquinol-5-yl)methylsulphonamid^ 

N-{1-[bis(4<hlorophenyl)methyl]azetidin-3-yl}-N-{pyrid-3-yl)methylsulphonaiTiide J 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-{1-oxidopyrid-3-yl)methylsulphonamide, 

N-(1R I 2S,4S)-(bicyclo[2.2.1]hept-2-yl)-N-{1-[bis-(4-chlorophenyl)methyl]azetidin-^^^^ 

N-(1 R,2RAS)-(bicyclo[2.2.1]hept^ 

N-{1-[bis(4-chlorophenyt)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)methylsulphonam 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)methylsulphonamtde 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-methoxyphenyl)methylsulphon 
N-{1-[bis(4-chlorophenyl)methyi]azetidm^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-(hydroxymethyl)phenyl)m 

ethyl N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(methylsulphonyl)-3-aminoben 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)-N-(isobutylpiperid-4-yl)methylsulph 

N-benzyl-N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-y!}amine, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difiuorobenzyl)amine l 

N-{1-[bis(4-chlorophenyl)methyl]az 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(pyrid-3-ylmethyl)methyisulphonamide l 

N-{14bis(4-fluorophenyl)methyt]azetidin-3-yl}-N-(3 l 5-difluorophenyl)methylsulphonamide, 

(RS)-N-{1-[(4<;hlorophenyl)(pyrid-3-yl)m^ 

(R)-N41-[(4-ch!orophenyl)(pyrid-3-yl^ 

(S)-N-{1-[(4-chlorophenyl)(pyrid-3-yO^ 

(RS)-N-{1-[(4-chlorophenyl)(pyrid-4-yl)meIhyl]azetidin-3-yl}-N-(3,5-difluoropheny^ 
(R)-N-{l4(4-chlorophenyl)(pyrid-4-yl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)m 
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(S)-N^1-[(4-chlor^^nyl)(pyrid-4-yl)m^ 
(RS)-N^1-[(4^hlorophenyl)(pyrimidm 
( R ).fsj-{v[(4-chloropheny!)(pyrimidin-5-yl)methyl]-a2etidin-3-yl}-N-(3,^ 
(S)-N41-[(4-chlorophenyl)(pyrimidin-57l)methyl]-azetidin-3-yl}-N-(3,5-difluor^ 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)benzylsulphonamide > 

their optical isomers and their pharmaceutical^ acceptable salts. 

Q. Pharmaceutical composition according to Claim 7, tor which the compound of formula (I) is chosen from the fol- 
lowing compounds: 

1-[bis(4K:hlorophenyl)methyl]-3-[(RS)-(3 J 5-difluorophenyl)(methy!sulphonyl)methyl]azetidin-3 

3-acetoxy-1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(3,5-difluorophenyl)(methylsulphonyl)methyl)-methyl- 

sulphonylmethyl]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidine J 
their optical isomers and their pharmaceutically acceptable salts. 

10. Pharmaceutical composition according to Claim 6, in which the CB1 receptor antagonist is SR141 71 6, its hydrates 
and its pharmaceutically acceptable salts or LY320135 and its pharmaceutically acceptable salts. 

1 1 . Pharmaceutical composition according to one of Claims 6 to 1 0 for a use which is simultaneous, separate or spread 
out overtime. 

12. Pharmaceutical composition according to one of Claims 6 to 11 , comprising 0.5 to 10 mg of sibutramine and 0.1 
to 200 mg of the CB1 receptor antagonist. 
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